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(57) Abstract: Antitussives containing as 
the active ingredient compounds represented 
by the general formula (I) or salts thereof: 
(I) (wherein A is alkoxycarbonylalkyl or the 
like and R is optionally protected hydroxyl, 
or A and R may be united to form a six- 
or seven-membered oxygenic ring; B is 
carbonyl or sulfonyl; R x and R 2 are each 
hydrogen or the like; R 3 and R4 are each hydrogen or the like, or R 3 and R*may be united to from alkylenedioxy; and n is 1 or 2). 
The invention provides novel compounds having antitussive activity, particularly peripheral antitussive activity. 
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(57) Ktt: 

( i ) 




(All, 7/V3 :3 fv'*/l'#'^7/l'^;VS^^/Tt> R ft . {& ^ £ 



WO 2004/026292 



Bec'd PCT/PTO 1 8 MAR 

PCT/JP2003/01 1615 



Mt$l&. mW5fc&. M^J5:<i:<7)[i¥«»^S(c#pi^iik^^l-l£< 

z\(»o%s mmtmrnmit* m&ftmizm^ mm. mfc-m*. mm. mnt£ 



WO 2004/026292 
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CD ® 



;U7;U+;US. kfn'J^I/7JWH, yV JUT JU-JUS. 3-JL-)V7)l*)im. e 
jl^+jH, 7k^S, 7\M/=J**>*<M*— JPTVMMU^+v-S. ^)V^iy)VT)V^-)V 

:**->S£^u R 3 fcj:^R 4 (i. ^n-en&a: u-ojcjw?* t;u3*->». 
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»sc ( i a) sfcfctt (ib) ^mt£ftzmmit&®zm&rz>*><D 




(IA) 



(IB) 



+;i/Sv *j\stf*'>7)i'*)ms zvit)\>7)i>*j\<m. \ivi»**i/*-'()\>7)\' 
*)vm, *JV)V7)\,*)V&s ^>hu^t^*;us. trp y v;u7;wu^ 7U 
;i/7;u*ju»* ^-)\,7)u*)m* epu;i/7;u*;ue* ^s^i/UiUTJWWk 
yz^jV)V7)V*)i>m. ^7 % /u;u7JMrJi/S. 7 5y^;u7H-;u7;i/+;us, ->7 

yjJ^H* j3)l,tfdlri')l'<>iS)l'm&&7filss Bs R,. R** R 3 v R 4 fc<fctfn 
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±sMt&yi ( i ) iz^&tizmMit&mts *£<±iS5S ( i a) ( i b) 




(IA) 



B, R 1% R 2 , R 3 v R 4 * Yfe<fctfnI«n-tnaaEUfcS*«r*-r*) 
Nb7] 




A\ B, R\ R,. R t s R 3 v R 4 fc«fctXnl«n-6tlfiOSEU/t»*«Wr 
±i£5t (I A) fccfctf (I B) (cfcivc W + yStl^TIl Xh+^S, * 
<* 7;i/4Ml/@£UTfc. X3^U6lf (DgtiSiifc 1 «»6 4Sfi©BtftSnT 



WO 2004/026292 
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±m<Di& ( i a) ( i b) it-smts m*.&s jwciEtrr ss^icse^r 

(a) • 5* < I A) «K lY#/fl/>T*«j^i ( I A - 1 ) (i, 0iJ;ttf. 3fc 

Rr <Y |T>r, R -ii 1 fa:* 



(it** R jSU B, R l% R,, R 3 , R 4 *5J:^n(i^n j e r tlBtlieU^:m 

D M S CK K 4 - >l|<D^g<£#£#;7£(**#£T, - 5 0°C7^6> 1 0 



& & x. JB & (»J26> 
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(b) it ( I A) *K lY^XfUVCfe^M (IA-2) UlU mtf, 3fc 

£i*T<fb^$l (III) tU *:<D'&mm?Z>Z.£lZj:VmZ>Z.£WC£%o 
lit 9] 




(IA-2) 

Xl*/\P$*>I5^£3FU B, R\ R,s R 2 s R 3 > R 4 fc«fct/n(i^n j e : n 
mIIEU>£:Bl*^Wf S) 

±IB©JK^(*v i^Kofls^ja (ID lotfu 1 ^e>i o^e;kdi -yn^-z- 

^PPI^>f(D^i^ffll/s 7th V. DMF, DM SO, MPX>3|©ig» 
(D^T, - 5 0°C7&>£ 1 5 0°C<DiBJgTJ5J&£ - 5 0°C*>e> 1 5 0°C<E>S 



ft it J8 * CM26) 
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(c) 3 < I A) lY#*J^R»Sft^J (I A — 3 ) IdU m%.& 
Hfc1 0] 

(IA-3) 

(it*. B, R\ R,. R 2 . R 3 v R^ XfeJ:^n(«tl-€tlSIEU*:a**^ 
(d) x£ (I A) »Y*«l^-U>*;U*-^ (-CH.CO-) T&&ft^ 

^ (i a-4) its m^Ms x<Dj£iz.'m\ 5t (id -cmtsnzit&toiz* *PP7 
tt)\,$u74*m*&fottx\K& < fo (iv) fci\i?z.ft&mmwit>z>z:c± 




A- 



N-tCH^r 




<n) 




(IA-4) 



Kno-fk^^^fflUv ^pptM/A. >?^pp^^>, h;wx>. dmf, 

DMS Oli<D^&<&#£S£:OT#£T* - 5 0°C7^e> 1 5 0°C(DS&TR/S£1*fc 

o e> 1 o o °c<o : ^m.-cm.m^ u ■> a. Tkanw- mj £ AH<Di£S£ffl i *tbb 

(e) xt ( I A) lY^Xfl/VT*5^ ( I A- 2) tt, mtf* 2fc 

©sccau* sc (v) -c**n«fls*ifc*)ttt*©RJ6ttR**^* (vo -c*sn 

[<bi 2] 




£ » *. ffl ®s &IQ26) 
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OfrK zttyxn^VIWwU B, R' , R„ R,» R a . Xfe«fctXn(« 

±!ERi£(*, I^UOftfrtfc (V) IC*tU 1 a>£>1 0^K5^75> 
(VI) ^X^U^(D^<D^*>t(CT^T, -5 0W1 5 0°C<Diag 

(f ) x£ ( i b) x^^ns^^itt. a (vii) xmzn&it'SWiiztcit^v 

fcfcnmmi*£j& (vim) Ta^ftS^B&Ta- Wb^£J5/££tt. &g(c<fcy-?- 
Mbl 3] 

(VII) (VIIO < IB > 

(j£** A\ B, R\ R,. R^ R S v R 4 *5<fc^n(i-?-tl-€tlBulSUfcmi*^-r 
*) 

±KSJ£i*» I^JKDflS^O (VII) 1^e>1 0^KDyf^7$> 

(vim) *nn*jUA, ^np/^x HUxx DMFio»#a*fc 
liT^T. - 5 o°c^€> 1 5 o°cT$S^-&££lcJ;y^£ft&. 
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in® (i) <o&*mtuxit. mmotzm* ta-s'k ton&fcizmmommiz&vntsi 

it, mtui* mm, b*§* 7>z-yK *;u^*v*^ktz;up-;^ ^ 

mu m&m&tcitmwm&mMMtiiux&m-tzztwxzZo 
z\<Dmmi&nmomm\z&^xi&m£tiz>ifc'& : ft\£^xi*. ttxbv 

*;i//H*^^^-fe;up~x^-hy OA, t KP+*>^ptr;nz;up-^. $sii-fc;u 

ir;UP-X*^:(iig^t HP**>^ , Ptr;Hr;UP-X^0iJ^'e^-5o MIC, ^MJg 
y v;u^- h 8 0 *^T^<2>o 
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£e>ic *&w(omvmi*s mmrn, xT;w^a>«i* 5/p«y7aisfc(*xy*-> 

a&jty 1 ~3 o o m g 4>tt&9i*re& u« cKDts-^a^v t*a* &s»a» straws 
$mnmommzmttr>Ti*s item ( i ) *a§wrtwwrc«RUTii!i^«c:t 

*©tt©#«p»Ji:UTtt» was**. ift»«a)aa6ffls/t(*iaiirtift^ 



6 £ 0>J 1 



WO 2004/026292 
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2 - t KP*«>- 4 h + v- N - [3 , 4 - C*^U>^:fr*v)^>> ? ;W 

4 -j* h+vtMJ^I/^^l/X*^!/ 3.1 2g (1 7 . 1 mm o I), t^P— 
;U75> 4.3mL (3 4.3mmo 1 5 0°CT 3 H^MJ^Ufco m^nfeffi 

i^tl^*>U*^W*^A^P^h^7-f- C\*1f> : PtMx^=4 : 1 ) T 
WMU aS-fb^H (B AK-G2 0 2) 1 . 9 6 g (JR^3 8%) £#fco 
Mfc1 4] 




BAK-G202 



'H-NMR (CDCIj) 5: 

3.81 (s, 3 H), 4.51 (d, J=5.6Hz, 2H) , 5.96 (s, 
2H), 6.31 (brs, 1H), 6.38 (dd, J=2.5,8.9Hz, 
1H), 6. 75-6. 85 (m, 3H) ,7.23 (d , J = 8. 9 H z , 1 H) , 
1 2. 6 3 (s, 1 H) 

MS (E I ) E/Z 3 0 1 <M + ) 

mmm 2 

2, 3 - 2>fcFn-7-> b*>>-3-[3, 4-(>5 1 U>^+'»^V^H 

- 4 H - 1 , 3 -'<>l/m^V- 4 -^"XD^ : 
IgjtflOl TlfcBAK-G 202 209.9rr»g (0.69 7mmo I K /t^TfvjU 
AJ^TtK 1 0 5mg (3.49 mm o I K /\ e ^ hJI/Xy^U/tv^ 1 1 
3 2mg (0.6 9 7mmo I), -^PP^^V 4mL^ ^ST 2 l$P£M#b£:, 
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74- (/V+if-V : mm^Jl= 2 : 1) -CfitigU, i!M<b^ (BAK-G20 
3) 5 9.9mg 0RSp2 7%) 



'H-NMR (CDCIj) 5: 

3.83 (s, 3H) ,4.64 (s, 2H) ,5.09 (s, 2H) ,5.95 
(s, 2H) ,6.43 (d, J=2.4Hz, 1H), 6.67 (dd, J = 
2.4, 8.7Hz, 1H), 6. 75-6. 85 (m, 3H) ,7.93 (d, 
J =8. 7 H z, 1 H) 

MS (E I ) E/Z 3 1 3 (M + ) 

nam 3 

7 h**>-3-[3, 4 - (/f U>^*-»^>^W - 2 H - 1 ,3-^ 
>^*1tr/-2,4(3H) -^*>©^J56: 

1 "C^fc B A K - G 2 0 2 2 2 1.7ms (0. 737 mm o I), 1,1'- 
ajW/tf— ;|/^5^y-;U 1 7 9mg (1.1 Ommo I )* >?^nP>^> 4m L 
*#T1 B^ift^UTc, J5^IC7K«:Jin^ v?*P P** >T'}*aiU W«S@£ 
Sl7KBSE^hUr>AT^Ufco am* ffl4^'>^^7Af P7h^7 
7*- (>^PP^^> : /s++J->=2 : 1) TfiflSU gm:£% (B A K — G 2 
1 9) 2 0 2.6mg (iR^84%) £?§7fco 



[<fc1 5] 



o 



BAK-G202 



BAK-G203 



Ufci 6] 
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o 



T5XO0 



BAK-G202 



BAK-G219 



'H-NMR (CDC I,) 6: 

3.8 9 (s, 3H) ,5.08 (s, 2H), 5.92 (s, 2 H) ,6.68 
(d, J=2.3Hz, 1H) ,6.75 (d, J=8.5Hz, 1 H) ,6.88 
(d, J=8.8,2.3Hz,1H) ,7.0 0-7.05 (m, 2H) ,7.98 
(d, J =8. 8 H z, 1 H) 

MS (El) E/Z 3 2 7 (M + ) 

mm m 4 

2 , 4 , 6 - HJ * (^>^U^**» - N - [3 , 4 - UfUV^^'Ov 

2 , 4, 6 - h U KV^I/t+^'OXTS K 46 Omg (1 . 0 5 m mo I )fc 
J;tfHI/X> 1 OmLIC 7K^b^hU«5A (6 0%^) 8 4mg (2.1mm 
o l)«*P^ 1 0 0°C-C3 0^m^U^:. ddlZtf^P-JU^n^ K 0.2m 

^^-^ _ : lt^X^;U=3 : 1) T'*§UU SlB^b^l (BAK- 

G232-2) 2 5 6. 2mg 0R^4 3%) 



Hfcl 7] 
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BnO^^^OBn 

OBn O 

BAK-G228 



BnO N 



,OBn 




OBn O 

BAK-G232-2 



'H-NMR (CDC I 3 ) 6 : 

4.49 ( d , j=5.7Hz, 2H) ,4.97 (s, 2H) ,5.05 (s, 
4H), 5.89 (s, 2H) ,5.95 (t, J=5.7Hz, 1H), 
6.23 (s, 2H) ,6.54 (d, J =7. 9 Hz, 1 H) ,6.69 (dd, 
J = 1.6, 7.9Hz, 1 H) , 6. 7 7 (d, J = 1 . 6 Hz, 1H), 
7.2 5-7.4 5 (m, 1 5 H) 
MS (El) E/Z 5 7 3 (M + ) 

5 

2, 4-tfX(^>v;M-*-»-6-t HP*'>-N-[3, 4-(>3 L U>i^T 

4 B AK-G 2 3 2 - 2 2 84mg (0.4 9 5mmo I) fccfctfl, 

1 OmLlC. ImL^JD^ 8 0 o C"e3 0#IH«# U*:. K 

5:1) TlimU mmit^W (B AK-G2 3 8) 1 4 3. 1 mg 0R3S6 0 %) 
Hbl 8] 




BAK-G232-2 



'H-NMR (CDC I 3 ) 6 : 

4.3 4 (d, J=5.4Hz, 2 H) ,4.99 (s, 2H) ,5.05 (s, 
2H) ,5.95 (s, 2 H) , 6. 1 3 (d, J =2. 3 H z, 1 H) ,6.24 

(d, J=2.3Hz, 1H), 6. 50-6. 60 (m, 2H), 6.66 (d, 
J=7.8Hz, 1H), 7. 25-7. 45 (m, 10 H), 8. 37 (t, J = 

5.4 Hz, 1 H) , 1 4. 2 9 (s, 1 H) 
MS (E I ) E/Z 4 8 3 (M + ) 



m it m 6 

5 , 7 - tf* d>>Vl>**'» - 3 - [3 , 4 - ~ 
2H-1 , 3-^>^*t-yV-2,4(3H) 
ig^J3<!:|5l«|^;*t?, StMfc^ (BAK-G246) £JRSp 6 2 %T?#Jto 
Htl 91 




'H-NMR (CDC I ,) 5 : 

5.06 (s, 4H),5.22 (s, 2H) ,5.91 (s, 2H),6.37 
(d, J =2. 2 H z, 1 H) ,6.43 (d, J =2. 2 H z, 1 H) ,6.74 
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(dd, J=0.9,7,5Hz, 1H), 7. 00-7. 10 (m, 2H), 
7.3 0-7.5 5 Cm, 1 OH) 
MS (El) E/Z 5 0 9 (M + ) 

« m W 7 

5)7 _ i ;t: l { a + .>_3-[3,4-U5 ; U>^^» / <>^W-2H-1 , 

3 _/<yy^i;>-2,4(3H) -*S*><DGiJ9L: 
Mi§0>] 6 ~C%tc B A K - G 2 4 6 4 5 m g (0.0 8 8mmo I), Kil^JI/ 1 
OmLfc^l OXPd-C 5mg^ 7jc^S?fflmTT 6 l*NJU* bfco R«5S*-fe 
^H3ij«ft* &IIU MMtett (BAK-G2 4 8) 2 6.8mg QR*9 
2%) £*#;fco 



[ft 2 0] 




BAK-G246 BAK-G248 



'H-NMR (T"feh>-d 6 ) 5: 

5.02 (s, 2H) ,5.97 (s, 2H) ,6.24 (d, J=2.1Hz, 1 
H) ,6.26 (d, J=2.1Hz, 1H), 6.78 (d, J=8.5Hz, 
1H), 6. 95-7. 00 (m, 2 H) , 10. 9 5 (s, 1H) 

MS (E I ) E/Z 3 2 9 (M + ) 

4_^ n p_2-t|«P*v'-N-[3 1 4-(/fUV^*'>) / <>^W'< 
>X7=L WS&l : 
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8&011 tmmo^-Vs mmitiaM (bak-g2 5 6) £jr^4 9%x-mfc. 

Ut2 1 ] 




BAK-G256 



'H-NMR (CDCI,) 8: 

4.5 2 (d, J=5.6Hz, 2H) ,5.96 (s, 2H) ,6.42 (brs, 
1H) ,6.7 5-6.85 (m, 4H) ,7.01 (d, J = 2. 1 H z, 1 H) , 
7.24 (d, J=7.4Hz, 1H) ,1 2.48 (s, 1H) 

M S ( E I ) E/Z 3 0 5 (M + ) 

m m m 9 

2, 3 - y t FP - 3 - [3, 4 - Ufl/Vv*+'»^V^W- 
4H-1 , 3 4 -XXDStiL : 

IS^J2<!:|lJ^<D^-e, Mfc^ffl (BAK-G2 5 7) £JRSg9 1 
Mfc2 2] 




BAK-G256 BAK-G257 



'H-NMR (CDC I 3 ) 8: 

4.65 (s, 2H) ,5.1 1 (s, 2H) ,5.95 (s, 2 H) ,6.75- 
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6.8 5 (m, 3 H) ,6.98 (d, J = 1.9 Hz, 1 H) , 7.11 (dd, 
J=1.9,8.4Hz, 1 H) ,7.94 (d, J=8.4Hz, 1 H) 
MS (El) E/Z 3 1 7 (M + ) 

m at m 10 

7-^PP-3-[3,4-(^U>^>) / <>^W-2H-1,3-^ 

mmm 3 tmm^m-Cs mmit&w (bak-g2so) zwrn 9 3 %r*'#fc 0 

Ut2 3] 




'H-NMR (CDC I 3 ) 8 : 

5.09 (s, 2H),5.93 (s, 2H) ,6.75 (d, J=8.4Hz, 
1H), 7. 00-7. 05 (m, 2H),7.29 (d, J =1 . 9 Hz, 1 H) , 
7.34 (dd, J = 1.9,8.3Hz, 1H),8.02 (d, J=8.3Hz, 
1 H) 

MS (E I ) E/Z 3 3 1 (M + ) 



2 - t H P*'>- 3-* h+v- N - [3 , 4 - (>^U>5>**S/)'<>^W 

83M1 tH#©*3»T?, Mfc£*i (B AK-G 2 6 1 ) £iR^5 2 
Mk2 4] 
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O 



O 



BAK-G261 



'H-NMR (CDC I 3 ) 8 : 

3.9 0 (s, 3H) ,4.54 (d, J =5. 6 Hz, 2H) ,5.95 (s, 
2 H) , 6. 7 0-6. 8 5 (m, 5H) , 6.98 (dd, J =1.4, 8.0 
Hz, 1H),7.07 (dd, J = 1.4, 8.1 Hz, 1H), 11.70 

(s, 1 H) 
MS (El) E/Z 30 1 (M + ) 

m&m 12 

2>3 _^t:Fn-8-J* b*->- 3 - [3 , 4 - (^^U>^**»^>^H 
-4H-1 , 3-/<>^+1t^>-4-5j->«)^ : 

mmm 2 tnw>*&v* wmwrifc (bak-g263) £irs 9 7 %-e'#fc 0 

[flS2 5l 




- COjoo 




BAK-G261 



BAK-G263 



'H-NMR (CDC I,) <5: 

3.89 (s, 3H),4.67 (s, 2 H) .5.1 6 <s. 2H),5.94 
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(s, 2 H) ,6.7 0-6.8 5 (m, 3 H) , 7 . 0 0 - 7 . 1 5 (m, 2 H) , 
7.6 1 (d d, J =2. 7, 6.6 Hz, 1 H) 
MS (El) E/Z 3 1 3 (M + ) 

mmm 13 

2-kKn^>-3-^-N-[3,4-(/fl/>y^>)^^ 

mmmi tmrno^m^ mmit&® (bak-g2 6 5) zw.m4 

[<t2 6] 



'H-NMR (CDC I 3 ) 8: 

2.27 (s, 3H) ,4.53 (d, J =5. 6 Hz, 2H) ,5.96 (s, 
2H) ,6.48 (brs, 1H), 6. 65-6. 85 (m, 4 H), 7.10- 
7. 3 0 (m, 2 H) , 1 2. 5 1 (s, 1 H) 

MS (El) E/Z 2 8 5 (M + ) 

m it 0>J 1 4 

2,3-^tHP-S 3 - [3 , 4 - {*?-\s>iS**'»1>VM - 

4H-1.3 -sO\f**W>- 4 -*>£>^J£ : 

mmm 2 <tPi^^>*T% (bak-g26?) zw.m s 2 

Ufc2 7] 




o 



o 



BAK-G265 




BAK-G265 BAK-G267 



'H-NMR (CDC I 3 ) 6 : 

2.2 1 (s, 3H) ,4.66 (s, 2H) ,5.1 2 (s, 2H) ,5.95 
(s, 2H) ,6.70-6.85 (m, 3H) ,7.02 (t, J = 7.7Hz, 
1H) ,7.29 (dd, J = 1.4,7.7Hz, 1H),7.85 (dd, J = 
1 . 4, 7. 7 H z, 1 H) 

MS (E I ) E/Z 2 9 7 (M + ) 

m mm 15 

8-^ h+v- 3 - [3 , 4 - (*3 L l/>¥**>>)'<>iSM - 2 H - 1 . 3 

mmm 3 tmm<D*&-v> mmit&wi (bak-g268) 9 4 %xmr^ 

Hb2 8] 




BAK-G261 BAK-G268 



'H-NMR (CDC I 3 ) 8: 

3.95 (s, 3H) ,5.1 1 (s, 2H) ,5.92 (s, 2H) ,6.74 
(d, J=8.4Hz, 1H), 7. 00-7. 05 (m, 2H), 7.15- 
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7.35 (m, 2H),7.63 (dd, J = 1.9,7.5Hz, 1 H) 
MS (El) E/Z 3 2 7 (M + ) 

8-^)1- 3 - [3 , 4 - i*?-U>i?**5')'<>&M - 2 H - 1 , 3 

mmm 3 tmmo^mx. mmit^ (bak-g269) 9 3 

l<£2 9] 




BAK-G265 BAK-G269 



'H-NMR (CDC I 3 ) 8 : 

2.41 (s, 3H) , 5. 1 2 (s, 2H) ,5.92 (s, 2H) ,6.75 
(d, J=8.4Hz, 1H) ,7.0 0-7.10 (m, 2H) ,7.24 (t, 

J=7.3Hz, 1H) ,7.52 (dd, J=1.4,7.3Hz, 1 H) , 

7. 9 2 (d d, J = 1 . 4, 7. 3 H z, 1 H) 
MS (El) E/Z 3 1 1 (M + ) 



N -(3, h+y^y^W - 2 - t: KP*'>- 3 - / b=¥>^<>X7 

mmmi tmrno^m-v, mmft&to (bak-g3 2o) zwms ^ 

[<fc3 0] 




BAK-G320 



'H-NMR (CDC I 3 ) d : 

3.87 (s, 6H) ,3.90 (s, 3H) ,4.57 (d, J=5.6Hz, 
2 H), 6. 75-6. 95 (m, 5H) ,6.98 (dd, J = 1,4,8.1Hz, 
1 H) , 7. 0 7 (dd, J = 1 .4, 8. 1 Hz, 1H),11.81 (s, 
1 H) 

MS (E I ) E/Z 3 1 7 (M + ) 

5-*nn-N-(3, 4 -it* h+y^ VyJW - 2 - 1 Fp+^>X7$ 

1 «tl5|=m(D^T% £Sfc£4*l (BAK-G332) ZW.m 7 9 %"C^Co 
Hfc3 1 ] 




BAK-G332 



'H-NMR (CDC I j) d : 

3.89 (s, 6H) ,4.56 (d, J=5.5Hz, 2H) ,6.44 (brs, 
1H), 6. 80-6. 90 (m, 3H) ,6.95 (d, J = 8. 8 H z, 1H), 
7.31 (d, J=2.5Hz, 1H) ,7.34 (dd, J=2.5,8.8Hz, 
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1H) ,12.24 (s, 1 H) 
MS (El) E/Z 3 2 1 (MO 

mmm is 

5_^pq_ 2 -t|«P*$/-N-[3,4-U5 1 U>^*'»^>^W / < 
>X7S. : 

wmi tmm<onsrcs mm<t&® (bak-g2 9 3) *j»2 sxxmtco 

Ut3 2] 




BAK-G293 



1 H — N M R (CDCIj) 5: 

4.53 (d, J=5.6Hz, 2H) ,5.98 (s, 2H) ,6.43 (brs, 
1H), 6.80-6.85 (m, 3H) ,6.95 (d, J=8.7Hz, 
1H) ,7.2 5-7.40 (m, 2H) ,12.22 (s, 1H) 

M S ( E I ) E/Z 3 05 (M*) 

mmm 20 

3 - (3, 4 - i>* h+v^Vv^W- 2 ,3-^tHP-8-^ h*~>- 4 H- 
1,3-^>y^W>-4-r/<D^: 

mmm 2 tmmv-x&Vs mmits® < b a k - g 3 2 1 > ^jr^s 4 %wc. 

Mk3 3] 



WO 2004/026292 ^ 



- 26 - 



PCT/JP2003/011615 




'H-NMR (CDC I 3 ) 6 : 

3.86 (s, 3H) ,3.87 (s, 3H) ,3.89 (s, 3H),4.70 
(s, 2H),5.17 (s, 2 H), 6. 80-6. 90 (m, 3H) ,7.00 

-7. 15 (m, 2H) ,7.62 (dd, J=2.7,6.7Hz, 1H) 
MS (El) E/Z 3 2 9 (M + ) 



m m m 21 

6-^PP-3-(3,4-^h*^>^)-2,3-i;tHP-4H - 1 , 

tag®) 2 tmm<D^mx. asft** (bak-g3 3 3) zwm 1 2 

Mfc3 4] 




'H-NMR (CDC I 3 ) <5: 

3.86 (s, 3H),3.87 (s, 3H),4.69 (s, 2H) ,5.1 0 
(s, 2H) ,6.8 0-6.9 0 (m, 3 H) ,6.91 (d, J = 8.7Hz, 
1 H) ,7.39 (dd, J =2. 6, 8. 7 Hz, 1 H) ,7.99 (d, J = 
2.6Hz, 1 H) 
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MS (El) E/Z 3 3 3 (M + ) 

m it m 22 

6-^PP-2, 3-v*t KP-3-C3, 4-(>^u>v>J-+'»^>>?;H- 

g^j 2 tmmcoyjfc-z. mmit&m (bak-g33o) zwm 9 4 %t^o 

[<k3 53 




BAK-6293 BAK-G330 



'H-NMR (CDC I 3 ) 8 : 

4.65 (s, 2H) ,5.1 0 (s, 2H) ,5.95 (s, 2 H) , 6.7 5- 
6.85 (m, 3H) ,6.90 (d, J=8.7Hz, 1 H) , 7.39 (dd, 
J=2. 6,8.7Hz, 1 H) ,7.98 (d, J=2.6Hz, 1 H) 

MS (E I ) E/Z 3 1 7 (M + ) 

mmm 23 

3 -(3, 4 -i?* h+f>^>v;U)- 8 h+v-2H-1 
1fy>-2,4(3H) -i>*>(D<£m.: 

mmm 3 tmmonm-v. mmit&m (bak-g322) zwm 9 5 %t*§£o 

Kb 3 6] 
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'H-NMR (CDC I 3 ) 6: 

3.8 5 (s, 3H) ,3.88 (s, 3H) ,3.95 (s, 3 H) ,5.1 5 
(s, 2H) ,6.80 (d, J=8.7Hz, 1H), 7. 10-7. 35 (m, 

4H) ,7.64 (dd, J = 1.9,7.5Hz, 1H) 
MS (E I ) E/Z 3 4 3 (M + ) 

mmm 24 

6-^PP-3-(3,4->»pt h+WyJW-2H-1 ,3-^/^ 
y>-2,4(3H) -v^XD^JSfc : 

mit0ij3<ti5i^(D^-e, mmit&m (bak-g34o) &wm7 5%xmtc 0 

Ut3 7] 




BAK-G332 BAK-G340 



"H-NMR (CDC l 3 ) 6: 

3.86 (s, 3H) ,3.88 (s, 3H) ,5.1 3 (s, 2H) ,6.81 
(d, J=8.8Hz, 1H), 7. 10-7. 20 (m, 2H) ,7.23 (d, 
J=8.8Hz, 1 H) ,7.63 (dd, J=2.5,8.8Hz, 1 H) , 



WO 2004/026292 




PCT/JP2003/011615 



- 29 - 



8.0 6 (d, J = 2.5Hz, 1 H) 
MS (El) E/Z 3 4 7 (M + ) 

m m m 25 

5-^PP-2-(2-^PPXh^"»-N-(3, b*>"<>>MW 

§gjt0ijl 8fffcBAK-G 3 3 2 1.1 5 g (3.57mmolK 1 -^Q^ - 
2-£PPX^> 0. 5 9mL (7.1 5mmo I ) % mMXVO&l • 4 8g (10. 
7lmmolK DMF 20mL^ 4 0°CT2 0 H$Pi3JH$ bfco J5J&}#IC7K£J)II;U 

M'fb^Ml (BAK-G3 34) *1.1 8g 0RSp8 6%) 'Mfc. 
Hb3 8] 




BAK-G332 BAK-G334 

'H-NMR (CDC I ,) <S: 

3.77 (t,J=4.8Hz, 2H) ,3.87 (s, 3H) ,3.88 (s, 
3H) ,4.30 (t,J=4.8Hz, 2H) ,4.58 (d, J=5.6Hz, 
2 H), 6. 80-6. 95 (m, 4H) ,7.37 (dd, J=2.8,8.8Hz, 
1 H) , 8. 1 8 (b r s, 1 H) , 8. 2 2 (d, J = 2. 8H z, 1 H) 

M S ( E I ) E/Z 3 8 3 (M + ) 
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m m m 2 6 

2-(2-^PPIh*y)-N-[3, A - K^UV^^y)^ 

mmm2 5£mm<D*&-v, mmitsy* (bak-g2 9 4) *wm* zxx-mito 

Ut3 9] 




BAK-G293 BAK-G294 



1 H — N M R (CDCI S ) 8: 

3.80 (t,J=4.8Hz, 2H) ,4.31 (t,J=4.8Hz, 2 H) , 
4.55 (d, J=5.6Hz, 2H) ,5.94 (s, 2H), 6.70- 
6.90 (m, 4H) ,7.37 (dd, J=2.8,8.8Hz, H) ,8.20 
(brs, 1 H) ,8.21 (d, J=2.8Hz, 1 H) 

MS (El) E/Z 3 6 7 (M + ) 

m & m 27 

2-(2 -^nnih+-»- 3 h+'>-N-[3, 4-(^5^U>^+v) 

mmm2 stmno-x&v. mmit^ (bak-g288) zwmi oo%t§ 

Ut4 0] 
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'H-NM R (CDC I 3 ) 6 : 

3.71 (t,J=5.1Hz, 2H),4.27 (t,J=5.1Hz, 2 H) , 
4.56 (d, J=5.8Hz, 2H) ,5.93 (s, 2H) ,6.75 (d, 
J=7.8Hz, 1H) ,6.83 (dd, J=1.6,7.8Hz, 1 H) , 
6.87 (d, J =1.6 Hz, 1H) ,7.04 (dd, J = 1.7,7.9Hz, 
1H) ,7.18 (t, J =7. 9H z, 1 H) , 7. 7 4 (dd, J = 1 . 7, 
7.9 Hz, 1 H) , 8. 2 8 (b r s, 1 H) 

MS (El) E/Z 3 6 3 (M + ) 



m & m 28 

2-(2-^nPIh^»-4-> b*->-N-[3, 4-(^^U>v ? *+*» 

mmm2 5 tmmttmvs mmn&fa (bak-g2 7 8) zwmi i%xmtzo 

Mt4i] 




BAK-G202 BAK-G278 



'H-NMR (CDC I 3 ) 6 : 
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3.79 (t,J=4.9Hz, 2H) ,3.84 (s, 3H) ,4.30 (t,J = 
4.9Hz, 2H) ,4.55 (d, J=5.6Hz, 2H) ,5.93 (s, 
2H) ,6.40 (d, J=2.3Hz, 1H) ,6.64 (dd, J=2.3, 
8.8Hz, 1 H) ,6.76 (d, J = 7. 8 H z, 1 H) ,6.85 (dd, 
J = 1.6,7.8Hz, 1H) ,6.88 (d, J = 1.6Hz, 1 H) , 
8.13 (brs, 1H) ,8.21 (d, J=8.8Hz, 1 H) 



m m m 2 9 

7-^Pn-4-(3,4-^ h*^>^l/)-3,4-yth'P- 1,4- 
^>y+-y-7-feftf>-5(2H) -*XD-g®. : 
ilig0iJ2 5-CifcBAK-G3 34 961mg (2.5 Ommo I )©NI/X> 3 
0 m I IC, i^mit-T h U OA (60 %*<< )V) 2 0 0 m g (5 . 0 0 mm o I ) 

77<f- C\+-y-> : ltiXf;i/= 3 : 2) TfillgU mMit&W (BAK-G3 3 
5 ) & 7 8 3 m g (JRS 9 0%) fUfco 
Ub4 2] 




BAK-G334 BAK-G335 



'H-NMR (CDCIj) 8: 

3.45 (t,J=5.3Hz, 2H) ,3.88 (s, 3H) ,3.89 (s, 
3H) ,4. 1 3 (t, J =5. 3 Hz, 2H) ,4.76 (s, 2 H) ,6.8 0- 
6.95 (m, 4H) ,7.36 (dd, J = 2.7,8.6Hz, 1 H) ,7.85 
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(d, J =2. 7 H Z , 1 H) 

MS (El) E/Z 3 4 7 (M + ) 
W&m 3 0 

7-*PP-3,4-^t \*n - 4 -13 , 4 - (*^\s>¥**>')'<>VM- 
T f 4_/<>y^4j-7iffcr>-5(2H) -:*><£>^£: 
§i^J2 9<t^<D^T. a^b^tl (BAK-G2 9 5) £lR^7 5 %T*!|*:„ 
Ut;4 3 3 




o 



BAK-G294 BAK-G295 

'H-NMR (CDC I 3 ) 6 : 

3.44 (t,J=4.9Hz, 2H) ,4.1 8 (t,J=4.9Hz, 2 H) , 
4.71 (s, 2H) ,5.97 (s, 2 H), 6. 75-6. 90 (m, 3H), 
6.93 (d, J=8.6Hz, 1H),7.36 (dd, J=2.7,8.6Hz, 
1 H) , 7. 8 5 (d, J =2. 7 H z, 1 H) 

MS (E I ) E/Z 3 3 1 (M + ) 

mmm 31 

3,4-^fcKP-9-* h**>~ 4 - [3 , 4 - (^5 i U>^+*» / <>^W 
-1,4 -^C>y+1tT-tfhr>- 5 (2 H) : 

mmm2 9 tmnoxm-v. mmit&wi (bak-g29o) &wm7 5%wc. 

Hk4 4] 




BAK-G288 BAK-G290 



'H-NMR(CDCI 3 )5: 

3.42 (t,J=5.3Hz, 2H),3.87 (s, 3H), 4.20 (t, 
J=5.3Hz, 2H) ,4.74 (s, 2H) ,5.95 (s, 2H) ,6.70 
-6.85 (m, 2H) ,6.89 (d, J = 1.2Hz, 1H), 7.03 
(dd, J = 1.7,7.7Hz, 1 H) ,7.14 (t,J=7.7Hz, 1 H) , 
7.3 9 (d d, J =1 . 7, 7. 7 H z, 1 H) 

MS (El) E/Z 3 2 7 (M + ) 

mmm 32 

3, 4->>t h+*>-4-[3, 4-(^^U>^+*»^>^W 

-1 ,4-^yy+-y-T-tftr>-5(4H) 
mmm2 9 trnfiLvum-T?* mmt&b (bak-g282> ^ir^8 7%-c#^o 

Hk4 5] 




BAK-G278 BAK-G282 



'H-NMR (CDC I 3 ) «5 : 

3.46 (t,J=4.7Hz, 2H) ,3.82 (s, 3H) ,4.20 (t,J = 
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4.7Hz, 2H) ,4.71 (s, 2H) ,5.95 (s, 2 H) , 6. 4 8 (d, 
J=2.5Hz, 1H) ,6.71 (dd, J=2.5,8.8Hz, 1 H) , 
6.75-6.90 (m, 3H) ,7.88 (d, J=8.8Hz, 1H) 
M S ( E I ) E/Z 3 2 7 (M + ) 

m m m 3 3 

h*->-5-[[3,4-(>9 : U>^>)^>'^W*^ : E'r;W7 

§gSt0!) 1 BAK-G202 51 1.3mg (1.70mmo I), (Dl E 

A) 0.59ml_ (3.40mmo I). i><7UV\*$> 1 Oml_£:7K>£U CClC 
^PP7tWP7^K 0. 1 6mL^;TSTU, 2 B^MJ^ Ufc. J5/&jglC 

UT*Hfli^!ft (BAK-G272) 

[ft 4 6] 




BAK-G202 BAK-G272 

1 H — N M R (CDC I 3 ) <5: 

3.83 (s, 3H) ,4.1 8 (s, 2H) ,4.48 (d, J=5.7Hz, 
2H) ,5.95 (s, 2H) ,6.45 (brs, 1H) ,6.66 (d, J = 
2.5Hz, 1H), 6. 75-6. 85 (m, 3H) ,6.85 (dd, J = 
2. 5, 8.7Hz, 1H) ,7.76 (d, J=8.7Hz, 1 H) 



WO 2004/026292 



# 
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mmm 34 

1J-T-tfe>- 3, 5(2H,4H) -^>(D^: 
1^0|J3 3Tm£j&^£UTW£:B AK-G 2 7 2* RK^'J'JA 4 6 9mg 
(3.4mmo I), DM F 50mL^ ^iST 1 8$^$l#Uifco 1x.fi>7fclZfi<Mt> V £ 

^q?^77^- (/\+-y-> : ^x^;u=5 : 1) -em^u aMfl^j (ba 

K-G273) £327. 3mg 0K§£ 5 6%) 



'H-NMR (CDCI 3 ) 6: 

3.85 (s, 3H) ,4.75 (s, 2H) ,5.08 (s, 2H) ,5.91 
(s, 2H) ,6.53 (d, J=2.5Hz, 1H), 6. 70-6. 80 (m, 
2 H), 6. 85-6. 95 (m, 2H) ,8.14 (d, J =9. 1 H z, 1H) 

mmm 35 

4 _ (3 f 4 _ h+*>^>^W -9~* h + v- 1 . 4 -«>\ftt71£ b? 
>- 3, 5 (2 H, 4 H) -iS*><DStfii : 
USt0i]1 7TifcBAK-G3 20 6 1 1.2ms (1.9 3mmo IK D I E A 
0.67mL (3.86mmo I K v^PP**> 1 2mL£7K#U CC(C^PP 



Ut4 7] 




BAK-G272 



BAK-G273 
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TtWP^N.I 9mL (2.33 mm o I ) SITU, iST'2^FW^ 

r- a frfcmizfti&mznaz. ^pp^^v-ettasu, m&m&mymmj-bWJ* 

>:»KI^=3 : 2) T?»«U il^i (BAK-G3 2 3) $4 4 2.7 
m g OR* 6 4%) iifco 
Ht4 8] 




BAK-G320 BAK-G323 



'H-NMR (CDC I j) 8: 

3.85 (s, 3H) ,3.87 (s, 3H) ,3.90 (s, 3H) ,4.83 
(s, 2H),5.14 (s, 2H),6.79 (d, J=8.8Hz, 1H), 
7.00-7.2 0 (m, 4 H) ,7.64 (dd, J=2.0,7.7Hz, 
1 H) 

M S ( E I ) E/Z 3 5 7 (M + ) 

mmm 3 6 

7 _^pp_4_( 3( 4-^ h*5"<>5^W -1.4 -^>y*U-T-fe?tf> 
-3,5(2H,4H) : 
SUitfliJ 3 5 <h|5)^a>^r>iT\ SBfcdtt (BAK-G339) £UX* 3 3 %T??§fc. 

Hfc4 9] 




BAK-G332 BAK-G339 



'H-NMR (CDC I ,) 6: 

3.8 5 (s, 3H) ,3.87 (s, 3H) ,4.77 (s, 2H) ,5.1 3 
. (s, 2H) ,6.79 (d, J=8.7Hz, 1H), 6. 95-7. 10 (m, 

3H) ,7.45 (dd, J=2.6,8.7Hz, 1 H) ,8.1 3 (d, J = 

2. 6 H z, 1 H) 
M S ( E I ) E/Z 3 6 1 (M + ) 

mmm 37 

•y-T-tftr>-3, 5(2H,4H) -i>*><OG;WL: 

mmm 3 5 tmmo^m-Cs mm<t&m cbak-g287) 7 2 

[ft 5 0] 




BAK-G261 BAK-G287 



H-NMR (CDC I ,) 8: 
3.90 (s, 3 H) , 4. 8 2 (s, 2H) ,5.1 1 (s, 2H) ,5.91 
(s, 2 H) ,6.73 (d, J=8.5Hz, 1H), 6. 90-6. 95 (rr», 
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2H) ,7.09 (dd, J=2.0,7.6Hz, 1H),7.16 (t,J = 
7.6.1H) ,7.64 (dd, J=2.0,7.6Hz, 1 H) 
MS (El) E/Z 3 4 1 (M + ) 

1 -(2,3-ytKP-1 , 4-^>y^**»-6—f JU)J*3^UT£> 

3,4 -X^l/V^+^^VXJ^T t H 4.9 3g (3 0.1mmol), Jfall/ 
15mL, ttBM 0mL$, 1 3 0 °CT 6 1^111$ Ufc. J5i£j£lC7]<£JjD 

^-hU^A-C^Urco S$S&. m^tl^v'U^^U^^A^P^h^^^^- 
C\*tf-> : tt»x?-;U= 1 :1)-Cfit§3U 1-(2,3-S?tHP-1,4-^> 
- 6 -'f ;W >f^75 V (B AK-G3 6 6) £2.3 6g QR$4 

i %) nit. 

ft&tlfcB AK-G 3 6 6 1.3 0g (6.74mmo I), X^/-JU 1 0 m L 
IS&lfm&M ImL^v 3mmm^L^o IS-rSMlCX-fJl' 2 0mLm 
*ritil/fct&ii*afl*U x-^;UT;5feoAc^ «£JSU MMkMi (B AK-G 3 6 
9 ) $ 1 . 0 6 g (JR^ 7 8%) mfco 



Ht5 1 ] 



OHC 



jCO 



H 2 N 



BAK-G366 



BAK-G369 



'H-NMR (DMSO-d 6 ) 5: 

3.88 (s, 2H) ,4.24 (s, 4 H), 6. 85-6. 95 (m, 2H), 
7.02 (d, J = 1.6Hz, 1H) ,8.21 (brs, 3 H) 
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m si m 39 

§gi£0>J 3 8 «fc|5|il<D^^-e, MftM (BAK-G388) £10^ 3 8 %T^c 0 
Ut5 2] 




BAK-G387 BAK-G388 



'H-NMR (DMSO-d 6 ) 6: 

3.7 9 (s, 3H) ,3.92 (s, 2H) ,5. 1 0 (s, 2 H) ,6.95 
(d d, J=1.8,8.3Hz, 1H) ,7.04 (d, J=8.3Hz, 1H), 
7.23 (d, J = 1.8Hz, 1H) ,7.25-7.45 (m, 5H), 
8.3 4 (brs, 3 H) 

m m m 40 

N-[(2, 1 , 4-^>y$>**^>-6--f;W*3\JW-2- 

^^^-y-U^I/^^JUX^^U 3 0 7. 7mg (1.6 9mmo I K 
0IJ3 8-e#fcBAK-G 369 341mg (1.6 9mmo I )* mMXVOA 4 6 
6mg (3.38mmol)^DMSO 5mL$, 1 4 0 °CT 3 B^ttJf Lfco 

s^ic7jc^j!ipx.. imx^i/rttaiu mwtm&wmmi- h v v A-zmkofco 

3:1) TfSISU SBfl^ttl (B AK-G 3 7 1 ) £ 1 9 6mg 0R^3 7 %) m 




BAK-G371 



'H-NMR (CDC I 3 ) 8: 

3.8 1 (s, 3H) ,4.25 (s, 4H) ,4.50 (d, J=5.5Hz, 
2H) ,6.32 (brs, 1H) ,6.38 (dd, J=2.5,8.8Hz, 
1H) ,6.47 (d, J =2. 5 H z, 1 H) , 6.7 0-6. 9 0 (m,3H), 
7.23 (d, J=8.8Hz, 1 H) , 1 2. 6 8 (s, 1H) 

MS (El) E/Z 3 1 5 (M + ) 

mmm 41 

5-*PP-N-[(2, 3-yt HP- 1 , 4-*>*/5>**-»-6--fJM 
^Jl/]-2-tHP + '> / <>X7$ \ i (D'gJ$. : 

mmm4 otmmvu&r?* mmit&m (bak-g3 i 8) £jjxm6 1 %T'#^o 

Mfc5 4] 




BAK-G378 



'H-NMR (CDC Ij) 8: 

4.2 4 (s, 4H) , 4. 5 1 (d, J 
6.9 0 (m, 3 H) , 6. 9 4 (d, J 



= 5. 8 H z, 2H) ,6.75- 
= 8. 9 H z, 1 H) , 7. 4 2 
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(dd, J=2.5,8.9Hz, 1H) ,7.88 (d, J=2.5Hz, 1 H) , 
8.70 (brs, 1H) ,1 2.80 (brs, 1H) 
MS (El) E/Z 3 1 9 (M + ) 

m m m 42 

N-(4-^>vJM-*'>- 3 h+v^>vJW- 2-fc KP + '>-4-^ 

4 0 <tP1t(D^-C. SiMfl^ ( B A K - G 3 9 1 ) 3 1 %TWfco 

Ut5 5] 



'H-NMR (CDC I 3 ) 8 : 

3.81 (s, 3H) ,3.89 (s, 3H) ,4.53 (d, J=5.5Hz, 
2 H) ,5.16 (s, 2H) ,6.29 (brs, 1 H) ,6.38 (dd, J = 
2. 5, 8.9Hz, 1 H) , 6. 4 7 (d, J=2.5Hz, 1 H) ,7.22 (d, 
J=8.9Hz, 1H), 7. 25-7. 50 (m, 5H), 12.68 (s, 
1 H) 

M S ( E I ) E/Z 3 9 3 (M + ) 
8! it m 4 3 

N-(4-^>^U***>- 3 h*^>yJW-5-^nq-2-kHn 

M3£0"J4 0£PtJKD#arC* lift^ (BAK-G395) ^iR^5 4%T^„ 




BAK-G391 



WO 2004/026292 
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Hfc5 6] 




'H-NMR (DMSO-d 6 ) 8: 

3.7 6 (s, 3 H) ,4.42 (m, 2H) ,5.06 (s, 2H) ,6.82 
(dd, J = 1.9, 8. 2 Hz, 1 H) ,6.9 0-7.00 (m, 3H), 

7.30-7.50 (m, 6H) ,7.96 (d, J=2.6Hz, 1H), 

9.36 (brt.lH) ,12.5 6 (brs, 1H) 
MS (E I ) E/Z 3 9 7 (M + ) 

mmm 44 

N - (3 , 4 -V* h*«>7i^W - 2 - t Hn + '>- 4-> |^*>/<>X 

«m 1 <hP#a>^;iT, mmtosm (bak-g386) 2 4 

Hb5 7] 



•H-NMR (CDC I 3 ) 6: 

2.87 (t,J=6.8Hz, 2H) ,3.67 (q,J=6.8Hz, 2 H) , 
3.80 (s, 3H) ,3.85 (s, 3H) ,3.88 (s, 3 H) , 6. 1 2 




BAK-G386 
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(brs, 1H) ,6.36 (dd, J=2.5,8.9Hz, 1H),6.46 
(d, J = 2. 5 Hz, 1 H) ,6.7 0-6.9 0 (m, 3 H) , 7.0 8 (d, 
J =8. 9Hz, 1 H) ,1 2.71 (s, 1 H) 
MS (El) E/Z 3 3 1 (M + ) 



mmm 45 

wm 1 1 h*©*st. mmitem (bak-g403) zwm 4 7 %-r#fco 

Ut5 8] 




BAK-G403 



'H-NMR (CDC I 3 ) 5: 

2.88 (t, J =6. 8 Hz, 2H) ,3.68 (q,J=6.8Hz, 2H), 
3.87 (s, 3H) ,3.88 (s, 3H) ,6.28 (brs, 1H), 
6.7 0-6.90 (m, 3H) ,6.93 (d, J=8.9Hz, 1H), 
7.1 7 (d, J=2.5Hz, 1H),7.32 (dd, J=2.5,8.9Hz 
1 H) , 1 2. 2 4 (s, 1 H) 

MS (E I ) E/Z 3 3 5 (M+) 



m ffl 4 6 

3_ [(2 ,3->ftKP-1,4 6 — <)V) ~ 2 , 

3 - ^ t HP - 7 - / h+S'- 4 H - 1 , 3 4 - 
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WM2 tmrn^m-c. mm&® (bak-g374) ^jR^3 7%-e^c 

Ufc5 9] 





BAK-G371 



O 

BAK-G374 



'H-NMR (CDC I j) <5 : 

3.83 (s, 3H) ,4.24 (s, 4H) ,4.63 (s, 2H) ,5.09 
(s, 2H),6.42 (d, J =2. 4 Hz, 1 H) ,6.67 (dd, J = 
2. 4, 8.7Hz, 1H), 6. 80-6. 90 (m, 3H), 7.92 (d, 
J =8. 7 H z, 1 H) 

m m 4 7 

6-^Pn-3-[(2,3-^tKP-1,4-^y^+'»-6-^W 
^ M - 2,3-^kHP-4H-1,3 -s<>\/**VV>- 4 -*><D 

mmm 2 tmmntt-e* am** (bak-g379) 7 e 

lite 0] 

jcc?uoO -jCOjOO 

o 0 
BAK-G378 BAK-G379 



'H-NMR (CDC I 3 ) S: 
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4.25 (s, 4 H) ,4.64 (s, 2H) ,5.10 (s, 2 H), 6.75- 
6.90 (m, 3H) ,6.90 (d, J=8.7Hz, 1H), 7.38 (dd, 
J=2.6,8.7Hz, 1 H) ,7.97 (d, J=2.6Hz, 1 H) 
MS (El) E/Z 3 3 1 (M + ) 

mmm 4 8 

3 -[(2, 3-vfc KP- 1 , 4-^>y^+*»-6--T;U)p<5 1 ;U]- 7 - 
*h*->-2H-1 , 3-^>y**-H->>>-2,4(3H) - XD^fifc : 
^0lJ3<t|5l#<D^;i"e, £B4b£« (BAK-G3 7 7) £JRS£6 1 %-C*#fco 
Nb6 1 ] 



'H-NMR (CDC I 3 ) d: 

3.89 (s, 3 H) ,4.22 (s, 4H) ,5.07 (s, 2H) ,6.68 
(d, J=2.4Hz, 1H) ,6.80 (d, J=8.2Hz, 1 H) ,6.88 
(dd, J=2.4,8.8Hz, 1 H) ,6.95-7.10 (m, 2H), 
7.9 7 (d, J =8. 8 H z, 1 H) 
M S ( E I ) E/Z 3 4 1 (M + ) 

mmm 49 



6-£PP-3-[(2, 3->?t KP~ 1 ,4-'<>!/5fc|-*5'>-6 — (JU) 
*?M-2H- 1 , 3 -sOV**W>- 2 , 4 (3 H) -S?5j->0>dJft : 
3 <h|5)^l^^}4-C, glSfb^t) (BAK-G382) £JR3* 7 3 %T?#fc. 




o 



BAK-G371 



BAK-G377 




BAK-G378 BAK-G382 



'H-NMR (CDC I 3 ) 8: 

4.2 3 (s, 4H) ,5.09 (s, 2H) ,6.80 (d, J=8.2Hz, 
1H), 6. 95-7. 05 (m, 2H) ,7.22 (d, J =8. 8H z, 1 H) , 
7.62 (dd, J=2. 6,8.8Hz, 1H) ,8.05 (d, J=2.6Hz, 
1 H) 

M S ( E I ) E/Z 3 4 5 (M + ) 

mmm 50 

3 _ (4 -/<>^M-^r->- 3 - * h+^V^W - 7 - * h*->~2H-1 , 
3 _^^^>-2,4(3H) 

ig^j 3 tmmoum-Cs mm<t&® (bak-g3 9 3) zwm 9 a %xmtt 0 

Hfc6 3] 




BAK-G391 BAK-G393 



'H-NMR (CDC I 3 ) 8: 

3.89(s, 6H),5.10 (s, 2H),5.13 (s, 2H) ,6.68 
(d, J=2.3Hz, 1H),6.81 (d, J=8.2Hz, 1H),6.88 
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(dd, J = 2.4,8.8Hz, 1H),7.04 (dd, J=2.0,8.2Hz, 
1H) ,7.14 (d, J=2.0Hz, 1 H) ,7.25-7.45 (m, 5 H) , 
7.9 7 (d, J =8. 8 Hz, 1 H) 
MS (El) E/Z 4 1 9 (M + ) 

mm® 51 

3 _ ( 4 -KyVfr***;- 3 h*S"*>5W) -6-*PP-2H-1, 

m^mst^mcoyom-Vs mmit^W) cbak-g397) ^9 4%-cffc. 

Kt6 4] 




BAK-G395 BAK-G397 



'H-NMR (CDC I 3 ) 6 : 

3.89 (s, 3H),5.11 (s, 2H),5.13 (s, 2H) ,6.81 
(d, J = 8.2Hz, 1 H) ,7.04 (dd, J = 2.0,8.2Hz, 1H), 

7>13 ( d> j=2.0Hz, 1 H) , 7. 2 2 (d, J=8.8Hz, 1H), 

7.2 5-7.4 5 (m, 5 H) ,7.63 (dd, J=2.5,8.8Hz, 

1 H) , 8. 0 5 (d, J =2. 5H z, 1 H) 
MS (El) E/Z 4 2 3 (M + ) 

mmm 52 

3-(3,4-v?/ h^y^^jl,)-!-* h^>"2H-1 
W>-2,4(3H) -iS*><D£iJ$. : 
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mmm 3 ttmnumv* mm<t&® (bak-g3qo) zwm s 2 %-cmtc 0 

[ft 6 5] 




BAK-G386 BAK-G390 



'H-NMR (CDC I j) 8 : 

2.95 (m, 2 H) ,3.86 (s, 3H) ,3.87 (s, 3H) ,3.91 
(s, 3H) ,4.21 (m, 2H) ,6.71 (d, J=2.4Hz, 1 H) , 
6.75-6.85 (m, 3H) ,6.90 (dd, J=2.4,8.8Hz, 
1 H) , 7. 9 7 (d, J =8. 8 H z, 1 H) 

MS (El) E/Z 3 5 7 (M + ) 

mmm 53 

6-£Pn-3-(3, h+'>7i^)-2H-1 .3-^/** 

+fxV-2,4(3H) -^XD^JjJt : 
ttMS^PHiOAtt^ ««ft*tt (BAK-G405) *IR*8 1 %"C»fc. 
[ft 6 6] 




BAK-G403 BAK-G405 



'H-NMR (CDC I 3 ) 8: 
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2.95 (m, 2H) ,3.86 (s, 3 H) ,3.88 (s, 3H) ,4.23 
(m, 2H) , 6. 7 5-6. 9 0 (m, 3 H) ,7.24 (d, J =8. 8 Hz, 
1 H) ,7.65 (dd, J=2.5,8.8Hz, 1 H) ,8.04 (d, J = 
2.5 Hz, 1 H) 
MS (E I ) E/Z 3 6 1 (M + ) 

mmm 54 

3-(4-tFP*v-3-;* h^>^)-7-/h*->-2H-1 , 3 



§git0>J5 0t#fcBAK-G3 9 3 3 7 Omg (0.8 8 3mmo I )> H^X? 1 
)V 1 4mLfe«fc^nP>^V 1 OmLC 1 0%P d -C£3 7mgJjD^., 7K 

H^H 2mL-^> 1 2mL^ItSaU Bmifc&Qi (BAK-G3 9 
4) & 1 8 8. 5mg 0R^6 5%) 



'H-NMR (CDC I ,) 6: 

3.88 (s, 3H) ,3.89 (s, 3H),5.10 (s, 2H),5.60 
(s, 1H) ,6.68 (d, J=2.3Hz, 1H), 6. 80-6. 95 (m, 

2 H) , 7. 0 5-7. 1 5 (m, 2H) ,7.98 (d, J=8.8Hz, 1H) 
M S ( E I ) E/Z 3 2 9 (M*) 




UtG 7] 




BAK-G393 



BAK-G394 
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mmm 55 

6-^PP-3-(4-t KP*->-3 h+^>y;W-2H-1 , 3 - 

wmm 5 a ammonm-e^ mm<t^ (bak-g4oo) s 5 

lite 8] 




BAK-G397 BAK-G400 



'H-NMR (CDC I 3 ) 8: 

3.89 (s, 3H) ,5.1 1 (s, 2H) ,5.62 (s, 1 H) ,6.85 
(d, J=8.3Hz, 1H), 7. 05-7. 10 (m, 2H) , 7.22 (d, 

J=8.8Hz, 1H) ,7.63 (dd, J=2.5,8.8Hz, 1 H) , 

8.0 5 (d, J =2. 5 H z, 1 H) 
M S ( E I ) E/Z 3 3 3 (M + ) 

mmm 5 6 

N-(4 -<^>>*;M-*->- 3 h*is'<>i»l)-2, 4, 6- MJ* b**> 

2,4,6-b l J* h4^£Mflg 198.9mg (0. 938 mm o I), ggjgfllj 3 
9TifcBAK-G3 8 8 2 6 3mg (0.9 38mmo I), N,N-y-fV^Phr 
;UX^;UT^> 0.3 9 2mL (2.2 5mmo Dfc^DMF 4mL£;!k;$U 
d d Id vi^MU 'J >|g;>7— K 0.1 7 m L (1.1 3mmo I) ZlfflZ. 7K/ST2 
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fiJci^y'J*^7A^P?h^77^- (^V-> : gt&X3^|/= 2 : 1) 
§gU &gEfc£$g (BAK-G4 0 1 ) £2 4 4. 5mg (lR^6 0%) 
Mfc6 9] 




BAK-G337 BAK-G401 



'H-NMR (CDC I 3 ) 6 : 

3.78 (s, 6 H) ,3.81 (s, 3H) ,3.90 (s, 3H) ,4.57 
(d, J=5.8Hz, 2 H) , 5. 1 5 (s, 2H) ,5.98 (br.t,1H) , 
6.10 (s, 2H) ,6.83 (m, 2 H) , 6. 9 7 (s, 1 H) ,7.25- 
7.5 0 (m, 5 H) 

MS (El) E/Z 4 3 7 (M + ) 



mmm 57 

N - (4 -^>^M-*«>- 3 -y- h + S/'OSW) - 2 - t KP*5>- 4 , 6 

^3t0lJ5 6TifcBAK-G4 0 1 5 7 2mg (1 . 3 1 mmo 1)^1 ,4- 
1 2mLlC t BVitV^OA 8 7 8mg (6. 5 5 mm o I) SrAflx., 
2 0^r B 1^3fEU7to J5JE5?gJC7k^J!ra^., gtiSx^TtittU W^Jl^McEfcghJ- b 

V> '.mm^J^I : 1) T^U. Ilt^i (BAK-G402) £3 2 4m 

Ut7 0] 




BAK-G401 BAK-G402 



'H-NMR (CDC I 3 ) 8: 

3.8 0 (s, 3H) ,3.83 (s, 3H) ,3.89 (s, 3H) ,4.54 
(d, J =5. 6 Hz, 2H), 5.1 5 (s, 2H) ,5.95 (d, J=2.4 
Hz, 1H),6.14 (d, J =2. 4 Hz, 1H), 6. 80-6. 95 (m, 
3 H), 7. 25-7. 50 (m, 5H) ,8.36 (brt,1H), 14. 29 
(s, 1 H) 
MS (El) E/Z 4 2 3 (M + ) 

m it W 5 8 

3 _ (4 3-^ h+S^OSW) - 5 , 7 - S» h+v- 2 

H - 1 , 3-/<vy^-^1J-^>-2,4(3H) -^*>©^J*: 
gBSHJlJ 3 t mm<D*>lkT?. Mm (BAK-G404) £JRm 9 2 %-?*§fco 
Mt7 1 ] 




BAK-G402 BAK-G404 



'H-NMR (CDC I 3 ) 6: 

3.86 (s, 3H),3.89 (s, 3H) ,3.94 (s, 3H),5.05 



- 54 - 



'PCT/JP2003/011615 



(s, 2 H) ,5.1 2 (s, 2H) ,6.31 (s, 2H), 6.79 (d, 
J=8.2Hz, 1H) ,7.06 (dd, J=2.0,8.2Hz, 1H), 
7.14 (d, J=2.0Hz, 1 H) , 7. 2 5- 7. 4 5 (m, 5H) 
MS (E I ) E/Z 4 0 4 (M + ) 



mmm 59 

3-(4-t HP + *>-3-pt \***yK>i»V)-S, 7 -it* h+'>-2H- 
1 , 3-^>y?j-+-y-> ? >-2,4(3H) -iSXXD'&m : 

mmm 5 4 £ numo^re. siut^fe (bak-g406) ^ir^ 7 6 %-e*iifco 

Ht7 2] 




BAK-G404 BAK-G406 



'H-NMR (CDC I a ) 6 : 

3.87 (s, 3 H) ,3.89 (s, 3H) ,3.95 (s, 3H) ,5.05 
(s, 2H) ,5.58 (s, 1H) ,6.31 (s, 2 H) , 6. 8 3 (d, J = 

8.6Hz, 1H), 7. 05-7. 15 (m, 2H) 
MS (El) E/Z 3 5 9 (M + ) 



6 0 



2 , 4 - tf* ('OSWsfr+SO - 6 - (2 - * P PI v) - N - [3 , 4 - C* 
Iim2 5£P^S<D;*are, (BAK-G3 6 4) ^JR^84%-e#fco 




BAK-G238 BAK-G364 



1 H — N M R (CDCIj) 8: 

3.7 4 (t, J =5. 9 Hz, 2 H) ,4.1 9 (t, J =5. 9 Hz, 2H), 
5.92 (s, 2H) ,6.04 (t , J = 5. 8 H z, 1H),6.15 (d, 
J=2.0Hz, 1H),6.25 (d, J=2.0Hz, 1H),6.66 (d, 
J=7.9Hz, 1H) ,6.77 (dd, J=1.5,7.9Hz, 1 H) , 
6.86 (d, J = 1 . 5 H z, 1H), 7. 25-7. 40 (m, 10 H) 
MS (El) E/Z 54 5 (M + ) 

mmm ei 

6 , 8 - fcf* i'O&JlttS') - 3,4-^th*P-4-[3,4 - 
3*-+-»*>5>JM-1 ,4-^>y+-y-7-iftT>-5(2H) -*><D£f&i 

mmm 2 9 tmm^m-v, mmit^m (bak-g367) zwm 7 e x-c»*u 

Hfc7 4] 




BAK-G364 BAK-G367 



'H-NMR (CDC I 3 ) 8 : 
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339 (t, J =5. 6 Hz, 2H) ,3.98 (t, J =5. 6 Hz, 2H), 
4.74 (s, 2H) ,4.99 (s, 2H),5.16 (s, 2H) ,5.95 
(s, 2H),6.26 (d, J=2.3Hz, 1H),6.44 (d, J=2.3 
Hz, 1H),6.75 (d, J=7.9Hz, 1 H) ,6.83 (dd, J = 
1.5,7.9Hz, 1H),6.94(d, J =1.5 Hz, 1 H) ,7.25 — 
7.5 0 (m, 10 H) 
M S ( E I ) E/Z 5 0 9 (M + ) 



mmm 62 

3,4-^tKn-6,8-^tKn*y-4-[3,4-(>5 1 u>^>)^ 

y.^p]-! t 4-/<>y+-H-T-fe?tf>-5(2H) -J-XD^m. : 
muffle 1 TiUfcB AK-G 3 6 7 6 6 0mg (1 . 3 0 mm o I ) tS&ZfflMl. 
1 2mUCU 1 0% P d -C£6 6mgfln3.» TRUtPffiMT* ^ST2 0R#Fb1 

^ 7 -f- (/x^-H-V : «Xf^= 1 : 1) -Cm^U mmitSm (BAK-G37 
2) €3 5 7.3mg 0R^8 3%) 
Hb7 5] 




BAK-G372 



'H-NMR (CDCIj) 8: 

3.46 (t, J =4. 9 Hz, 2H) ,4.20 (t, J =4. 9 Hz, 2H), 
4.68 (s, 2H) ,5.30 (s, 1H),5.97 (s, 2 H) ,6.03 
(d, J=2.5Hz, 1H) ,6.20 (d, J =2. 5 H z, 1 H) ,6.75 



WO 2004/026292 
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-6.85 (m, 3H) ,1 1.80 (s, 1 H) 
MS (El) E/Z 3 2 9 (M*) 

as m m 6 3 

4 -Ky*»\,***/- N — (3 , 4 h*S"<>$>J» - 2 — k F P*S"< 

iSl^JI £&m<D*m-V. «JMbM (BAK-G44 1) &R* 1 8%TWc. 
Hb7 6] 




BAK-G365-1 BAK-G441 



'H-NMR (CDC I j) 6 : 

3.88 (s, 6H) ,4.54 (d, J=5.5Hz, 2H) ,5.06 (s, 
2H),6.33 (brt, 1 H) ,6.45 (dd, J=2.5,8.5Hz, 
1H) ,6.56 (d, J =2. 5 Hz, 1 H) , 6.80-6.9 5 (m, 3 H) , 
7.24 (d, J=8.8Hz, 1 H) ,7.30-7.4 5 (m, 5H), 
12.67 (s, 1 H) 
MS (E I ) E/Z 3 9 3 (M + ) 

mmm 6 4 

4_^^.>-2-(2-^PPlh+v')-N-(3,4-^ b*S"< 

£B£0>J 2 5 <hPl=m©^;i-e^ «Mt£1fc (BAK-G442) ^HX^ 9 2 %T#feo 
[<b7 7] 



WO 2004/026292 




PCT/JP2003/011615 




O 

BAK-G441 BAK-G442 



'H-NM R (CDC I 3 ) d : 

3.74 (t,J=4.8Hz, 2H) ,3.86 (s, 3H) ,3.87 (s, 
3H) ,4.26 (t,J=4.8Hz, 2 H) , 4. 5 8 (d, J=5.6Hz, 
2H) ,5.09 (s, 2H) ,6.48 (d, J =2. 3 H z, 1H) ,6.71 
(d d, J=2.3,8.8Hz, 1 H) ,6.82 (d, J=8.7Hz, 1 H) , 
6.90-7.00 (m, 2 H), 7. 30-7. 45 (m, 5 H) , 8. 1 4 
(brt, 1H) ,8.22 (d, J=8.8Hz, 1 H) 
M S ( E I ) E/Z 4 5 5 (M + ) 

m if m 6 5 

8-^>vMW-*->-4-<3, 4 b^^OPM- 3, 4 -yt MP — 

1,4-^>y?J-+-y-7-iftr>-5(2H) -*XD&m : 
tSitflU 2 9 mmit&Wl (BAK-G444) £iR^ 9 1 

[fb7 8] 




BAK-G442 BAK-G444 



'H-NMR (CDC I 3 ) 6 : 



WO 2004/026292 




PCT/XP2003/011615 



3.46 (t,J = 5.2Hz, 2H) ,3.87 (s, 3H) ,3.88 (s, 
3H) ,4.14 (t, J =5. 2 Hz, 2H) ,4.75 (s, 2H) ,5.07 
(s, 2H) ,6.7 5-6.9 5 (m, 4 H) ,7.3 0-7.4 5 (m, 5 H) , 
7.8 7 (d, J =8.8 Hz, 1 H) 
MS (E I ) E/Z 4 1 9 (M + ) 



m & m 6 6 

3, 4-^t KP-4-(3,4->>* KW^W-8-tKn+y- 1 , 
4-^> v y^-+-9"7-iftr>-5 (2 H) -*XD-gJ$. : 
iiH5!l6 5T#fcBAK-G4 4 4 4 8 0mg ( 1 . 1 5 mm o I ) fcJctfUF^X 
1 OmLlC, 1 0 % P d - C 48mg ZlMZ-s tK^HMT 2 0 Vftfflffl.W Ufco 

: ^X^^ 1 : 2) TSSiaU gtM^8) (BAK-G4 4 5) £3 
3 4. 5mg (4X3*8 8%) *#7c 0 
Hk7 9] 




BAK-G444 BAK-G445 



'H-NMR (CDC I ,) 5: 

3.46 (t,J=5.2Hz, 2H) ,3.86 (s, 3H) ,3.88 (s, 
3H),4.13 (t, J =5. 2 Hz, 2H) ,4.75 (s, 2H) ,6.39 
(s, 1 H) , 6. 4 5 (d, J=2.5Hz, 1 H) ,6.62 (dd, J = 
2.5,8.6Hz, 1H) ,6.75-6.95 (m, 3H),7.78(d, J = 



WO 2004/026292 



- 60 - 
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8.6H2, 1 H) 
MS (El) E/Z 3 2 9 (M + ) 

mmm 67 

*7-Jl C [4-(3,4-v/h**>^>^W-2,3,4,5-T-h^/WK 

m&WG 6T-mtB AK-G4 4 5 2 5 9. 3mg (0.7 88mmo I), g£&*J 
UOA 3 2 6mg (2.36 mm o I). ^P^^^JU 0.1 5mL (1.58m 
mo l)fe<fc^DMF 4mLS, 1ST 4 R^FpJBift 2 U JS/£&tC7k£flD3.. it^X 

£Wl (BAK-G460) £3 2 3. 3mg 0R^ 1 0 0%) *#7t„ 

Hfcso] 




BAK-G445 BAK-G460 



•H-NMR (CDC I 3 ) 8 : 

3.47 (t,J = 5.1Hz, 2H) ,3.81 (s, 3H) ,3.87 (s, 
3H) ,3.88 (s, 3H) ,4.14 (t, J =5.1 Hz, 2H),4.65 
(s, 2H) ,4.75 (s, 2H) ,6.49 (d, J =2. 5 H z, 1H), 
6.72 (dd, J=2.5,8.8Hz, 1 H) ,6.7 5-6. 9 5 (m, 
3H) ,7.89 (d, J=8.8Hz, 1 H) 

M S ( E I ) E/Z 4 0 1 (M + ) 



WO 2004/026292 CT/JP2003/011615 

- 61 - 



mmm 6 8 

[ [4 -(3, Mr$"OS>JM-2 f 3, 4, 5-^h^/W K P - 5 - 

^-+V- 1 , 4 -^>y^*+-y-7-ife>- 8 --T;U] HF&©^& : 

^51096 7T?#feB AK-G4 6 0 3 1 5mg (0 . 7 8 6 mm o I )0*# J — 
JIMM 7 m L(C, 7K^k^-hU^A 4 0 0 m g *5<fctf7k 3mL*M, 3I^F^ 

-fb^tl (BAK-G462) *2 2 7.2mg 0K^7 5%) *§7fco 
Hfc8 1 ] 




BAK-G460 BAK-G462 



'H-NMR (DMSO-d 6 ) 8: 

3.49 (t,J=4.6Hz, 2H) ,3.72 (s, 3H) ,3.73 (s, 
3H),4.19 (t,J=4.6Hz, 2H) ,4.65 (s, 2H) ,4.72 
(s, 2H) ,6.50 (d, J=2.5Hz, 1 H) ,6.73 (dd, J = 
2.5,8.8Hz, 1H) ,6.80-6.9 5 (m, 3H), 7.69 (d, 
J = 8. 8 H z, 1 H) 

MS (El) E/Z 3 8 7 (M + ) 

m m m 6 9 

3-[(4-^>vJM-*>'-3-;* h*'»'<>^W-6-^Pn-2, 3- 
5^t FP-4H - 1 , 3 -^>V^+1t> J >- 4 -^->(D-^^ : 



WO 2004/026292 




•CT/JP2003/011615 



mmm i £mn<D*m-e* mm<t$>® (bak-g4 54) zwm s s 

Mk8 2] 




BAK-G395 BAK-G454 



'H-NMR (CDC I 3 ) 6: 

3.8 7 (s, 3 H) ,4.68 (s, 2H) ,5. 0 9 (s, 2 H) ,5.1 5 
(s, 2H) ,6.7 5-6.9 5 (m, 4H) ,7.3 0-7.5 0 (m, 6 H) , 

7.9 8 (d, J =2. 6 H z, 1 H) 
MS (El) E/Z 4 0 9 (M + ) 



i mm 70 

6-^PP-2, 3-$>fc Kn-3-C(4-t h*n + >'-3-> 

mmme 6 tmm<D*m-?s mmit&w (bak-g4 5 6> £jr^7 i 




BAK-G464 BAK-G456 

Ht8 3] 



'H-NMR (CDC I 3 ) 8: 

3.87 (s, 3H) ,4.67 (s, 2H) ,5.09 (s, 2H) ,5.64 



WO 2004/026292 
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(s, 1H) ,6.7 5-6.9 5 (m, 4H) ,7.39 (dd, J=2.6, 
8.7Hz, 1H) ,7.98 (d, J=2.6Hz, 1 H) 
MS (E 1 ) E/Z 3 1 9 (M + ) 

m m m 71 

*?-)\> [4- [ [6-^pp-4-^-+v-2h-i , 3-^>y^+-y- 

•»-3(4H) -> OW *^JM -2->h^>7i/^>] 
©pfiE : 

m&me 7£mm<D*mx. mmit^ (bak-g4 5 9) &wmi 00%-cm 



ft* 

Ub8 4] 




BAK-G456 BAK-G459 



1 H — N M R (CDC I 3 ) 8: 

3.80 (s, 3H) ,3.87 (s, 3H) ,4.69 (s, 4H),5.10 
(s, 2 H), 6. 75-6. 95 (m, 4H) ,7.40 (dd, J=2.6, 

8.7Hz, 1H) ,7.98 (d, J=2.6Hz, 1H) 
MS (E I ) E/Z 3 9 1 (M + ) 

mmm 72 

[4- [ [6 - ^nn - 4 -**v - 2 h - 1 , 3 3 

(4H) -- OW J*3MU] -2->h*'>7x/**>] g^D^S: 

«jm e s tmm<D* : &-v> mmit^m (bak-g46d zwrn e 7 
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Ut8 5] 



o 



o 





OH 



CI 



CI 



o 



BAK-G459 



BAK-G461 



'H-NMR (DMSO-d 6 ) 6: 

3.7 5 (s, 3H) ,4.61 (s, 2H) ,4.62 (s, 2H) ,5.33 
(s, 2 H) , 6. 8 2 (m, 2H) ,6.96 (s, 1 H) , 7. 1 2 (d, J = 
8.7Hz, 1H) ,7.59 (dd, J=2.6,8.7Hz, 1 H) ,7.78 
(d, J =2. 6 Hz, 1 H) 
M S ( E I ) E/Z 3 7 7 (M + ) 

N — [ (4-s<>i;)U**~>- 3-> h**» *<>i>JVl -5-^PP-2- 

tB10»J2 5£P3»©*Sre* glM<b^3 (BAK-G4 7 1) £HJU£8 8 %T^c„ 
Ub8 6] 




BAK-G395 BAK-G471 



'H-NMR (CDCIj) 6: 

3.73 (t, J =4. 8 H z, 2H) ,3.88 (s, 3H),4.29 (t,J = 
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4.8Hz, 2H) ,4.57 (d, J=5.6Hz, 2H) ,5.1 5 (s, 
2 H), 6. 75-6. 95 (m, 4H), 7. 25-7. 50 (m, 6H), 
8.18 (brt.lH) ,8.21 (d, J=2.8Hz, 1H) 
MS (El) E/Z 4 5 9 (M + ) 



si & m 7 4 

4- [ (4-'<>v;M-*->-3-;* 'OvW -7-*PP-3, 

4 -$>fc kp-1,4 -'oVsr+n-T-tf tr>- 5 (2 h) -j-xds®. : 
tsmo 2 9 t.m&<DK&Xs amsatt (bak-g472) £jr^ 8 6 %xmtc 0 

Hb8 7] 




BAK-G471 BAK-G472 



'H-NMR (CDC I 3 ) 8: 

3.44 (t,J=4.9Hz, 2H) ,3.88 (s, 3H) ,4.1 2 (t,J = 
4.9Hz, 2H) ,4.74 (s, 2H) ,5.15 (s, 2 H), 6.75- 
7.00 (m, 4H) ,7.2 5-7.5 0 (m, 6 H) ,7.84 (d, J = 
2.7Hz, 1H) 

M S ( E I ) E/Z 4 2 3 (M + ) 



SI it m 7 5 

7-^PP-3,4-yt HP-4- C (4-tKP + *>-3->h*i» 
=»V\ -1 ,4-/<>y^-+-y-7-tftf>-5(2H) 



WO 2004/026292 
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mmm e e tmrno^m-c, mm<t&<® (bak-g473) &wm& 9 %«. 

UL8 8] 




BAK-G472 BAK-G473 



'H-NM R (CDC I 3 ) 8 : 

3.45 (t,J=4.9Hz, 2H) ,3.88 (s, 3H) ,4.1 2 (t,J = 
4.9Hz, 2H),4.73 (s, 2H) ,5.65 (s, 1H),6.80 
(dd, J=1.8,8.0Hz, 1 H) ,6.8 5-7.0 0 (m, 3 H) , 
7.36 (dd, J=2.7,8.7Hz, 1 H) ,7.84 (d, J=2.7Hz, 
1 H) 

MS (El) E/Z 3 3 3 (M + ) 



§g m m 7 6 

*3MU [4- [ [7-^PP-2,3-^tKP-5-^V-1,4-^> 
V**1J-T-i£fcr>-4 (5H) --<;!/] J*3^U] -2-^^>7iy*'>] 

mmm e 7 tisi^^i-e, sis^^i (bak-g474) zwm 1 0 0 

Ut8 9] 
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O 



CI 



CI 



BAK-G473 



BAK-G474 



'H-NMR (CDC I 3 ) 8 : 

3.4 5 (t, J =5. 3 Hz, 2H) ,3.80 (s, 3H) ,3.88 (s, 
3H) , 4. 1 4 (t, J— 5.3Hz, 2H) ,4.70 (s, 2H), 4.75 
(s, 2H),6.77 (d, J=8.1Hz, 1 H) ,6.83 (dd, J = 
1.7,8.1Hz, 1H) ,6.94 (d, J=8.6Hz, 1H), 6.95 
(d, J = 1.7Hz, 1H),7.37 (dd, J=2.7,8.6Hz, 1 H) , 
7.8 4 (d, J =2. 7 H z, 1 H) 
MS (E I ) E/Z 4 0 5 (M + ) 

mm 77 

[4- [ [7-^PP-2,3-^tKP-5-^V-1,4-^^* 
■y-THffcfV-4 (5H) --Oil *3-)V\ -2-* h^>7i; + ->] WfM<D 



mmme s t mmoxm-v* mmit&® (bak-g475) zwm 7 9 

Hk9 0 3 





OH 



CI 



O 



O 



BAK-G474 



BAK-G475 



'H-NMR (DMSO-d 6 ) 6: 
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3.52 (t, J =4. 8 Hz, 2H) ,3.76 (s, 3H) ,4.22 (t,J = 
4.8Hz, 2H) ,4.64 (s, 2H) ,4.67 (s, 2H),6.83 
(brs, 1H) ,6.97 (brs, 1 H) ,7.07 (d, J=8.7Hz, 
1H),7.53 (dd, J=2.7,8.7Hz, 1H),7.69 (d, J = 
2.7 Hz, 1 H) 
MS (El) E/Z 3 9 1 (M + ) 

mmm 7 s 



3,5-v^PP-N- [ (2,3-^tFn-1,4-WW»-6 
-<fJU) *3\>W -2-t Fn*z/-'<>-e>7>)\'fc>TS. KO^: 
3> 5 -^pp-2 - t FP + ^V^V^M^-JU^P'J P 1-OOg (3. 
8 2mmo I ) , §!B£0iJ3 8TifcBAK-G3 69 7 7 1 mg (3. 82 mm o 
I ) , hUX?\fl/75> 1 . 6 OmL (1 1 . 5mmo I ) , ^PP^M 4 0.0 

ai^ti**>u*^u*^A^pvh^7>f- cvhj-> : bwxsmw- 2 : 

1 ) T*§iSU gtM-ffc^tJ (BAK-KA2 5 4) *1.45g 0K^9 7%) 



Mb9 1 ] 



BAK-KA254 



'H-NMR (CDC I 3 ) 8 : 

4.09 (s, 2H) ,4.22 (s, 4 H), 6. 58-6. 76 (m, 3H), 

7. 5 0 (b r s, 1 H) 
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MS (El) E/Z 3 8 9 (M + ), 3 9 1 (M+2), 3 9 3 (M+4) 

mmm 79 

5,7-^PP-2- [ (2, 3 -S>fcKP- 1.4 6 
-4)1) ^)V\ -2,3-^tl<P-4,1,2-^;+1t5 l 7y> 1,1 

I8{ie0!l7 8"CifcBAK-KA2 5 4 4 3 9mg (1.1 2mmo I ) . p- bJl 
3L>X)\,ik>m— 7#%m 2 1 4mg (1 . 1 2mmo I ) , i>* h*~>**> 1 • 0 
OmU h;UX> 1 O.OmL^I 4 H^nifctSSEl/fco KfofelZ 2mol/ LJg^ 

^X5=-;U=3 : 1 ) X-mmU mmit^m (BAK-KA2 5 5- I )*416m 
g (1R^9 2%) mfco 
Ut9 2] 




BAK-KA254 BAK-KA255-1 



'H-NM R (CDC I 3 ) d : 

4.27 (s, 4H) ,4.29 (s, 2H) ,5.48 (s, 2 H) , 6.8 6- 
6.89 (m, 3 H) ,7.55 (d, J =2. 5 H z, 1H), 7.67 (d, 
J = 2.5 Hz, 1 H) 

MS (E I ) E/Z 4 0 1 (M + ), 4 0 3 (M+2), 4 0 5 (M+4) 



mmm so 
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5,7-v^PP-2- [ (2,3-^tHP-l , 4-^>y>?jj-+^»-6- 
<<)\,) *=f-)V\ -4, 1 , 2-^>y*l7^;rv>-3 (2H) 1 , 1 

lSi£0lJ7 8-Cfi^:BAK-KA2 54 300mg (0. 7 7mmo I ) , N, N — 
*JM<$*-f 5^!/— 2 4 9mg (1.53mmo I) % : J*?-)VT$.J fcf U i» 
9 4.0mg (0.7 7mmol) , i^>f^l/A7$K 5 . 0 0 m L £gig-C 

2 mp B TO$ufc 0 JS^rc2mo i/L*gM^»n^ ^x^;uTttthu 

^X^U= 4:1) TftlgU mmit^m (BAK-KA2 57) $2 2 2mg (iR 
?69%) iUfco 
Ut9 3] 




BAK-KA254 BAK-KA257 



'H-NMR (CDC I j) 6: 

4.23 (s, 4H) ,4.94 (s, 2H) ,6.82 (d, J=8.2Hz, 
1 H) ,6.98 (dd, J=2. 1,8.2Hz, 1 H) ,7.00 (d, J = 
2.1Hz, 1 H) , 7. 7 2 (d, J=2.4Hz, 1 H) ,7.75 (d, J = 
2.4 Hz, 1 H) 

MS (El) E/Z 4 1 5 (M + ), 4 1 7 (M+2), 4 1 9 (M+4) 

m mm si 

N- [4- (^>^;u3-*-» - 3 h + i>^>v;U] -3,5-^PQ 
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mmm7 stmmwx&rcs mmit&w (bak-ka2 6 6) ^mssx-vm 

fsla 

Hfc9 4] 




BAK-KA266 



'H-NMR (CDC I 3 ) 8: 

4.0 9 (s, 3H) ,4.13 (d, 2H) ,5.08 (t, 1 H) , 5. 1 2 (s, 
2 H) , 6. 6 1 - 6. 7 8 (m, 3 H) , 7 . 3 1 - 7 . 5 3 (m, 7 H) 

MS (El) E/Z 4 6 7 (M + ), 4 6 9 (M+2), 4 7 1 (M+4) 

mmm s 2 

2- [4- (/<>vJU7Mr*» -3-> h+*>^>^U] -5,7-^Pn 
-2,3-^fc KP-4, 1 , 2-^/*W^> 1 , 1 -v^rvKtf) 

«£H*7 9 £Wim<D*}£-e. Mft6tt (BAK-KA2 6 8-D £JR^74% 
Ht9 5] 



WO 2004/026292 



# 



r CT/JP2003/011615 
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CI 





BAK-KA266 



BAK-KA268-1 



'H-NMR (CDC I 3 ) 8: 

3.9 0 (s, 3H) ,4.32 (s, 2 H) ,5.1 7 (s, 2H) ,5.47 
(s, 2 H) , 6. 8 6 - 6. 9 1 (m, 3H) ,7.31 (m, 7 H) 
MS (El) E/Z 4 7 9 (M + ), 48 1 (M+2), 48 3 (M+4) 

SI i£ m 8 3 

5i 7_^pp-2,3-^tHn-2- (4-kHD*->-3-^ 

_ 4> 1 , 2-^C>V*1J-5 L Tv>- 1 , 1 -Sfcfr+S'FOfcJfc: 
^0>J8 2WcBAK-KA2 68-1 60 4mg (1.2 2 mm o I ) » 1 
0%Pd-C 60.0mg, mm^jU 1 0. 0 m L €7kJM%T* SfflT3B#IHHJI 

(B AK-K A 2 6 9) £3 9 Omg 0R^82%) *#Jfc. 



Ht9 6] 



CI 





H 



BAK-KA268-1 



BAK-KA269 



'H-NMR (CDC I 3 ) 8 : 

3.91 (s, 3H) ,4.32 (s, 2H) ,5.48 (s, 2H),5.69 
(s, 1 H) , 6. 8 5-6. 9 4 (m, 3H) ,7.56 (d, J=2.5Hz, 
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1 H) , 7. 6 8 (t, J =2. 5 H z, 1 H) 
MS (E I ) E/Z 389 (M + ), 3 9 1 (M+2), 3 9 3 (M+4) 

mmm 84 

2- [4- ("OSW**^) -3-> Mr5"<>5>;M -5,7-^PP 
-4,1 , 2-^>y+-y-5 L T> ? >-3 (2 H) 1 , 1 Ftf> 

: 

^51008 0<t|il^(D^r;ffe-C. £S4t£«l (BAK-KA2 6 7) ^IR^8 5%-C?# 
Mfc9 7] 

xxcoc 

a 

KA267 



o 2 




KA266 



m mm ss 

5,7 (4-tKn + '>-3-^h*^>^) -4,1, 
2-^>V > ++>-5 1 7> ? >- 3 (2H) 1 , 1 K<D-£fi£ : 

st&fts 3 tmmo^m-v. mmit&wi cbak-ka2 7 1 ) &wm4 2%-vm 

[<b9 8] 




KA267 KA271 



'H-NMR (CDC I 3 ) d: 

3.89 (s, 3H) ,4.98 (s, 2H) ,5.66 (brs, 1H), 
6.85-7.04 (m, 3H) ,7.72 (d, J=2.4Hz, 1H), 
7.7 4 (t , J =2. 4 H z, 1 H) 

MS (El) E/Z 40 3 (M + ), 40 5 (M+2), 4 0 7 (M+4) 

mm m 8 6 

3, 5-^np-2-bl«o*->-N- [3,4- UfUV^+y) 

mmm i s tmmoxm^ amtfttfi (bak-ka275) zwm i s %xm 

Kt9 91 




BAK-KA275 



'H-NMR (CDCI,) 8: 

4.10 (d, J= 6.0 Hz, 2H) ,5.09 (t, J =6. 0 Hz, 1H), 
5.94 (s, 2 H), 6. 59-6. 71 (m, 3H) ,7.52 (s, 2H), 
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8.3 4 (b r s, 1 H) 
MS (E I) E/Z 3 7 5 (M*), 3 7 7 (M+2), 3 7 9 (M+4) 



mmm s i 

5 l7 -^qp-2- [3,4- -4,1,2 
-/OV+W^V-S (2H) 1 . 1 -Sfct+S't 4 ©** = 

«M80^ll»0«kt. MHt** (BAK-KA2 7 7) ^iR^8 2%T# 

Htl 0 03 





BAK-KA275 



BAK-KA277 



'H-NMR (CDC I,) S : 

4.9 6 (s, 2 H) ,5.95 (s, 2 H) , 6 . 7 4 - 6 . 9 9 (m, 3H) , 
7.73 (d, J=2.4Hz, 1H),7.75 (d, J = 2.4Hz, 1 H) 

MS (E I) E/Z 40 1 (M + ), 4 0 3 (M+2), 4 05 (M+4) 



m m m 88 

5,7-^PP-2,3-^tHP-2- [3,4- * 
>3W] -4, 1 ,2-*>l/*tWr$>>-1 , 1 -v**«>K<Z>^J&: 
«WI7 9i:PWW>*aT, » (BAK-KA2 88) *1R^4 2%T*§I 

Ufci o 1 ] 



WO 2004/026292 



CT/JP2003/01161S 



76 - 



CI 




BAK-KA275 



BAK-KA288 



'H-NMR (CDC I,) 6: 

4.3 1 (s, 2 H) , 5. 4 8 (s, 2H) ,5.99 (s, 2 H) , 6. 7 8- 
6.88 (m, 3H) ,7.56 (d, J=2.5Hz, 1H) ,7.67 (d, 
J =2. 5 H z, 1 H) 

MS (E I ) E/Z 3 8 7 (M + ), 3 8 9 (M+2), 3 9 1 (M+4) 

mmm 8 9 

2, 4, 6- HJ* h*-> / *>-tfV*Jl'*— )V<7U s p<i K<D^J&: 
£PP*J|//fr>^ 5.0 0mLfC, 7 P P^;k>y - Jl' h U ^fJl/X-x^ 2.0 

g (i 1 . 9m mo i ) ^pwr^?L. micmsti . sjsp^ 5 o°c-ei vmmmw 

(^tV:»lXfJI' SB 4 : 1-*1 : 1) Tl»«U Mfc^M (BAK 
- KA 260-1) «1.2 3g 0R&3 9%) 
Ufc1 0 2] 




BAK-KA260-1 



'H-NMR (CDC I ,) 6: 



WO 2004/026292 
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2.89 (s, 3H) ,3.96 (s, 6 H) , 6. 1 2 (s, 2H) 
M S ( E I ) E/Z 2 6 6 (M + ) 

31 £ 04 9 0 

N — [ (2,3 -yt HP— 1 , 4 -'O'/^+^V- 6 - 
2,4, 6- MJ* h*i/^>^>^M>>75 KO^fiK : 
»i6« 7 8 ffiBflsMl (BAK-KA2 6 1) *JR*7 8%-C# 

[flSl 0 3] 



'H-NMR (CDC I 3 ) 8 : 

3.85 (s, 9H) ,4.02 (d, J =6. 3 H z, 2H) ,4.21 (s, 
4H) ,5.31 (t,J=6.3Hz, 1H) ,6.09 (s, 2H) ,6.68- 
6.7 6 (m, 3 H) 

M S ( E I ) E/Z 3 9 5 (M + ) 

8 & 01 9 1 

N— [4 — -3-* - 2,4,6-hU^ 

Sit0J 7 8 <h|5|«|(D^;iT, iSft^ (BAK-KA290) 8 6 %Tr?i 

fee 

Hkl 0 4] 




BAK-KA260-1 



BAK-KA261 




BAK-KA260-1 BAK-KA290 



'H-NMR (CDC I s ) d : 

3.81 (s, 6H) ,3.82 (s, 3 H). , 3. 8 3 (d, J=3.7Hz, 
2H) ,3.84 (s, 3H) ,5.12 (s, 2H) ,5.32 (t, J = 3. 7 
Hz, 1 H ), 6.09 (s, 2 H) , 6. 6 0 - 6. 7 9 (m, 3 H) , 
7.2 9-7.4 4 (m, 5 H) 

MS (El) E/Z 4 7 3 (M + ) 

m m m 92 

N- [ (2, 3->*t:KP- 1 ,4 6 -"OW Pt^l/] - 

Mit0>J9 OWcB AK-KA 2 6 1 1.2 6g (3. 1 9mm o I ) » BOitV 
2. 1 3 g (1 5. 9mmo I ) , W£ : s**V> 3 OmL^I 4l3MAlfl&S 

- (^tV:i^StXfj|,= 4 : 1-1 : 1) TitigU mmit&Wl (B AK-KA 
262) $946. 5 m g mm 7 8%) mfro 
[<b1 0 5] 




BAK-KA261 BAK-KA262 



'H-NMR (CDC I 3 ) 6 : 

3.78 (s, 3H) ,3.81 (s, 3H) ,3.98 (d, 2H) ,4.21 
(s, 4H) ,5.94 (d, J=2.2Hz, 1 H) ,6. 1 1 (d, J=2.2 

Hz, 1 H) , 6. 6 1 -6. 7 6 (m, 3H) ,9.84 (s, 1 H) 
MS (E I ) E/Z 3 8 1 (M + ) 

mmm 93 

2- [ (2, 3->>fcKP- 1 , 4-/*>y^*4^>>-6->fVl/) j*5^U] - 
2, 3->>t HP- 6, 8-^;* ^>_ 4> ! ( 2 -r^y-J^V^TW- 1 , 
1 -Sfcf+S'FCDMt: 
§Sii£0!l 9 2 T^fc BAK-KA262 436mg (1.1 4mmo I) % ifr)^ U 
>7k;gj& 1 O.OmU mm 0. 50mL, &i7jot*/-;l/ 20mL$6 9. 5R#P B 1 
»^3SEU^o S/Sj£(ci mo I /L7)ciHk:fM.J£A7ki§j££Aq*. Btttx^T 

SI^^^>'J^y;i/^^A^PVh^7-r- (^-y-y : B^X3\JU=3 : l^n 
P7|n;PA) TfliSfU gt^b^% (BAK-KA2 6 4) ^2 7 2mg (iR^6 
0%) mfzo 

lit! 0 6] 



WO 2004/026292 



- 80 - 



T/JP2003/011615 




'H-NMR (CDC I 3 ) d: 

3.81 (s, 3 H) ,3.94 (s, 3H) ,4.27 (s, 4H) ,4.34 
(s, 2H) ,5.24 (s, 2H) ,6.09 (d, J=2.3Hz, 1H), 

6.15 (d, J=2.3Hz, 1 H) ,6.8 7-6.9 3 (m, 3 H) 
M S ( E I ) E/Z 3 9 3 (M + ) 



m mm 94 

2- [ (2,3-5>fcFn-1.4-<*> % /5>**->>-6-- i)V) *=5-)V\ - 
6, 8-^^h+i>-4, 1 , 2-^>y+1t5 L 7^>-3 (2H) 1, 

^^J8 0i:Pl^(D^;*T, itM<fc^#) (BAK-KA2 6 5) £JRS£8 7 
Mfcl 0 7] 




BAK-KA262 BAK-KA265 



1 H-NMR (CDC I a ) d: 

3.85 (s, 3H) ,3.97 (s, 3H) ,4.22 (s, 4H) ,4.92 
(s, 2H) ,6.32 (d, J=2.2Hz, 1 H) ,6.35 (d, J=2.2 



WO 2004/026292 



- 81 - 



IT/JP2003/011615 



Hz, 1 H) , 6. 8 0 (d, J=8.2Hz, 1 H) ,7.01 (dd, J = 
2.0,8.2Hz, 1H),7.06 (d, J=2.0Hz, 1H) 
MS (El) E/Z 4 0 7 (M + ) 

m&m 95 

N- [4- -3-/h*'W^W -2-bHP + '>- 

13^9 2<hPl^^>i-ea^b^ (BAK-KA2 9 2) £2.20g (£fi 
Mfc1 0 8] 




BAK-KA290 BAK-KA292 



'H-NMR (CDC I 3 ) d: 

3.68 (s, 3H) ,3.80 (s, 3H) ,3.83 (s, 3H),4.03 
(d, 2H),5.12 (s, 2H),5.90 (d, J=2.3Hz, 1H), 
6<11 ( d , j=2.3Hz, 1H), 6. 57-6. 77 (m, 3H), 
7.2 9-7.4 5 (m, 5 H) ,9.86 (s, 1 H) 
MS (E I) E/Z 4 5 9(M + ) 

mmm 9 6 

2 _ [4 _ (^s¥)l,**~s) -2,3-^kHP 
_ 6 f 8 h + «>- 4,1,2 -^WW7 1 . 1 -Sat** Ftf> 



WO 2004/026292 



- 82 - 



T/JP2003/011615 



g^0"J 9 5 Tmfz BAK-KA292 I.OOg (2.1 8mmo I) , 7fr;|/^ U 
>7k>§?8 20.0mL, WBt I.OOmL, mfr*#S-)\, 2O.0ml_£1 9.5 

xl$y'J*^7A^P7^77^- (^>:^Xf-;|/=4 : 1— 2 : 
1 ) TitigU mmit&Wl (BAK-KA294) «56 6mg 0R^5 5%) 
[<k1 0 9] 




KA292 KA294 



m m m 97 

2,3-ykHP-2- (4- t KP+V-3-* h*5"<>$W -6,8- 
h+*>-4, 1 , 2-^>y*tf-3 l 7> ? >-1 , 1 F©^J«: 

mmms 3 tmmoufe-v. mmit^m (bak-ka2 9 6) ^jr^4 2%t?§ 

Hki 1 0] 




KA294 KA296 



'H-NMR (CDC I,) 8: 

3.8 1 (s, 3H) ,3.91 (s, 3H) ,3.95 (s, 3H) ,4.37 



WO 2004/026292 




T/JP2003/011615 
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(s, 2H),5.23 <s, 2H) ,5.66 (s, 1 H) ,6. 1 0 <d, J = 

2.2Hz, 1H),6.17 (d, J=2.2Hz, 1 H) , 6 . 8 4 - 6 . 9 4 
(m, 3H) 
MS (El) E/Z 3 8 1 (M + ) 

mmm 9 8 

2- [4- </<>>MU**-» -3-*Mr5"<>$>A'] -6,8-$>*h* 
*>-4, 1 , 2-s<>*J*V?-7it>-3 (2H) , 1 -v**->K 

(D-^^c : 

i3it0IJ8O<!:|5|«|CD^;*T. 9ES4t£tt (BAK-KA295) 
Hfc1 1 1 1 




IS it 0>J 9 9 

6f s-^pi h+ ^_ 2 - (4-t HP+->-3-pt h*->'<>5W -4,1, 
2 -/<>y+-y-^7^>-3 (2H) , 1 

§!iit0>J8 3«»:l5|^^*T. Ilft^ (BAK-KA2 9 7) £lR3n 8% (2 

[<t1 1 2] 



WO 2004/026292 



m 

- 84 - 



T/JP2003/011615 




KA295 KA 297 



1 H — N M R (CDCIj) 6: 

3.8 5 (s, 3H) ,3.88 (s, 3H) ,3.98 (s, 3 H) ,4.95 
(s, 2H) ,5.61 (s, 1 H) , 6.3 2 (d, J=2.2Hz, 1H), 

6.36 (t,J=2.2Hz, 1H) ,6.83-7.10 (m, 3 H) 
M S ( E I ) E/Z 3 9 5 (M + ) 



[ m m 10 0 

3,5-^PP-N- [2- (2,3-^tKP"1,4-^>V 

iu^j 7 s £mm<D*mT\ mmit&w ( b a k - e 5 7 ) $jr^ 7 s 

Hbi 1 3] 

31 




BAK-E57 



u m m 101 

6,8-v^PP-2- [2- (2,3-ybHD-1,4- 
-6— OU) X3^W -4,1 .2-*^ 



-3 (2H) -*>(D 



- 85 - 



:T/JP2003/011615 



mmma o tmmnmxc* mm:** (bak-ego) ^mAi%-vmt^ 

Hti 1 4] 




'H-NMR (CDC I 3 ) 6 : 

2.92-3.00 (m, 2H) ,4.03-4.14 (m, 2H),4.22 (s, 
4H) ,6.65 (dd, J = 2.0,8.5Hz, 1 H) ,6.67 (d, J = 
2.0Hz, 1 H) ,6.74 (d, J=8.5Hz, 1 H) ,7.69 (d, J = 
2.4Hz, 1H),7.74 (d, J=2.4Hz, 1H) 

mmm 102 

3,5-^PP-N- (3,4-^h*'>7i^» 
«M 7 8 J*-?* *Bftd* ( B A K - E 6 7 ) &W.m 8 6 XtHt. 

Hfci 1 5] 




'H-NMR (CDC I 3 ) 6 : 

2.7 3 (t,J=6.6Hz, 2H),3.28 (t,6.6Hz, 2H), 
3.84 (s, 3H),3.86 (s, 3H) ,6.57 (d, J =2.0 Hz, 



WO 2004/026292 
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1 H) ,6.61 (d d, J =2.0, 8. OH z, 1 H) , 6. 7 8 (d, J = 
8.0 Hz, 1 H) ,7.51 (d, J = 2. 5 Hz, 1 H) ,7.5 3 (d, J = 
2.5Hz, 1 H) . 
MS (E I ) E/Z 4 0 5 (M + ) . 



m m m 103 

5,7-^QP-2- (3,4-^h*'>7i^W - 4, 1 . 2 -"d/ 
*W^V-3 (2H) -:*><E>^fi£: 

mmm s 0 ti^^are. snnb^o (bak-ebs) zmm 9 3 

[<k! 1 6] 




'H-NMR (CDC I 3 ) 8 : 

3.03 (m, 2H),3.84(s, 3H) ,3.86 (s, 3H),4.12 
(m, 2 H) ,6.70 (s, 1 H) ,6.72 (s, 2 H) ,7.65 (d, J = 

2.4Hz, 1H) ,7.73 (d, J=2.4Hz, 1 H) 
MS (E I ) E/Z 4 3 1 (M + ) 

mmm 104 

3 _ [N _ ( 2 - /<>^^*> - 3 , 5 - n ^) -N 

2-K>i>)\,**ris- 3, 5-^PP^Sl#^6 6 7. 3mg (2. 2 5 mm o 
I) % X^U3-[[2- (3, 4-^/h+y7i-^) if;H75/]ypA/x 



WO 2004/026292 



:T/JP2003/011615 



- 87 - 



-h 81mg (2. 2 5mmo I) , Dl EAO. 94mL(5. 4 mm 

o I ) > DMF 1 3mL|C, DEPCO. 41mL (2. 7mmol) ZiMUs MS 

-Z2mmmw^fc 0 Rfom&k&iMz.. *mx?-;uT«itiu mmmttmxsak*- h 
y>A-ets»ufc. aus& ffl£jfitt*->y*y;fc&^A*p-7K^:7-f- e\* 

*>:»»X^=2 : 1) "C«»U ilft^J (BAK-G4 9 2) 1. 27g 
(1R^1 0 0%) £*#fc 0 
Hfcl 1 7] 



MS (E I ) E/Z 5 5 9 (M + ) . 

a m m 105 

*3\M/ [N — (2-"<>v;M-*->-3, 5-^PP^/<f;W -N- 
aSMI 04<t^l«IO^;i-C, &B4b£ttl (BAK-G4 9 4) $JRm9 9%T# 
Hbl 1 8] 




BAK-G484 



BAK-G492 




CI 



O 



BAK-G484 



BAK-G494 



WO 2004/026292 
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MS (E I ) E/Z 53 1 (M 4 ) . 
m it W 1 0 6 

*?-JU [N- (2-/<>^+J/-3, 5-^nP^> 4 /^) - N - 
(3, h + v^>v;U) 7$/] TiZT— bCD^m. : 

igitfllj 1 0 4 ^IsHttf)^"?, ^IHb^3 (BAK-G499) £JRS? 7 3 
£. 

Ub1 1 9] 

CI CI O 



MS (E I ) E/Z 5 1 7 (M + ) . 
§Si it 0IJ 10 7 

x^S/P 3- [N- (3, 5-v^PP-2-t KP+*>^>y-T;U) - N- 

i^it^je 6<tpi^i(D^-ev $H<b^tt (bak-g4 9 3) &wm$ i %T?#7fco 

Mb1 2 0] 




BAK-G484 



BAK-G499 




BAK-G492 BAK-G493 



MS (E I ) E/Z 4 6 9 (M + ) . 

m m m 1 o s 

[N- (3, 5->?^PP-2-t Fn*>"<> K MJl') -N- (3, 
4-^h+'>7i^) T-t^- h(D^f& : 

6 6 ^mmoy^m-c, mm<t&m (bak-g495) 9 i 

Mbi 2 1 ] 




BAK-G494 BAK-G495 



'H-NMR (CDCIj) 8: 

2.81 (t,J=7.0Hz, 2H) ,3.62 (t,J=7.0Hz, 2 H) , 
3.81 (s, 3H) ,3.82 (s, 3H) ,3.87 (s, 3H), 4.19 
(s, 2 H), 6. 50-6. 65 (m, 2H), 6.75-6.85 (m, 
2H) ,7.37 (d, J=2.5Hz, 1 H) 

MS (El) E/Z 4 4 1 (M + ) 



s & en 109 



WO 2004/026292 SfflEr ^FCT/JP2003/011615 

- 90 - 



*?-)V [N- (3, 5->5^PP-2-t:HP + i>^>y'f^) -N- ( 

m&m 6 6 tfmoum-v* mmit&wi cbak-gsoo) zwm 9 o %xmtao 

2 2] 




BAK-G500 



'H-NMR (CDC I ,) 6: 

3.78 (s, 3H) ,3.87 (s, 3H) ,3.89 (s, 3H) ,4.1 0 
(s, 2H) ,4.64 (s, 2H), 6. 70-6. 90 (m, 3H) ,7.26 
(d, J=2.5Hz, 1 H) ,7.43 (d, J=2.5Hz, 1 H) . 

MS (E I ) E/Z 4 2 7 (M + ) . 



m m m 110 

3- [N- (3, 5-v*PP-2-fc KP + S^W-OU) -N- (3,4- 

m&m6 stmmoum-v. mmit&m (bak-g497> &wm9 &%-vnfr 0 

[<t1 2 33 




BAK-G493 BAK-G497 



'H-NMR (CDC I j) 8: 



WO 2004/026292 
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2.6 5-2.8 5 (m, 4 H) ,3.59 (m, 2 H) ,3.79 (m, 2 H) , 
3.80 (s, 3H) ,3.87 (s, 3H), 6. 45-6. 60 (m, 2H), 

6.7 5-6.8 0 (m, 2 H) ,7.31 (d, J=2.5Hz, 1 H) 
MS (El) E/Z 4 4 1 (M + ) 

m mm 111 

[N- (3, 2 -t Fn*i"<> x M)l) — N — (3,4-¥* 

mmmestmmo^m-v. mmit&m (bak-g4 9 6) zwrni 00%-em 

[<b1 2 4] 




BAK-G495 BAK-G496 



'H-NMR (CDC I 3 ) 8 : 

2.81 (t, J =6. 7 H z, 2H),3.62(t,J=6.7Hz, 2H), 

3.82 (s, 3H) ,3.87 (s, 3H) ,4.22 (s, 2H) ,6.50- 
6.65 (m, 2H) ,6.7 5-6.85 (m, 2 H) ,7.37 (d, J = 
2.5 Hz, 1 H) 

MS (E I ) E/Z 4 2 7 (M + ) 

IS it 0>J 112 

[N — (3,5-y^nn-2-tHP + -W^l') -N- (3,4-^* 
h*$"<>5W) 75/] itigc7)£-/& : 



WO 2004/026292 . ^fcx/JP2003/011615 

- 92 - 



. mmm6 8£mm<D-xmT\ mmit^ (bak-gsod &wm-\ oo%-ci 

Ub1 2 5] 





BAK-G600 



'H-NMR (CDC l 3 ) 6 : 

3.87 (s, 3H) ,3.89 (s, 3 H) , 4. 1 4 (s, 2H) ,4.63 
(s, 2 H) , 6. 7 0 - 6. 9 0 (m, 3H) ,7.26 (d, J=2.5Hz, 

1 H) , 7. 4 3 (d, J =2. 5 H z, 1 H) 
M S (E I ) E/Z 4 1 3 (M + ) 

m it m 113 

3 , 4 — h+y'OXT^jt K 1.6 6g (1 O.Ommo I) % ^ijy>/ 
^JUxx-T^Hg^ig 1.38g (1 I.Ommol), h 'Jx^7$> 1 . 6 m L 
(11.4 mm o I) , hUZ-fe h+*>t KP/t^^m-fb^-hU^A 4. 2 g (19. 
8mmo I) , mt^U> 8 0mL^IST5^WUc. SJfc&fCg&jFPJgtm 

= 1 : 1^PD^I/A:/^/-;l/=3 0 : 1) [CTHiUU B&it&to (BAK 
-KA3 1 6) «2.2 7g ()R$9 5%) 
Mbl 2 6] 



WO 2004/026292 



# 



T/JP2003/011615 



- 93 - 




X™ - ^ — Cora 




'H-NMR (CDC I 3 ) 8 : 

3.42 (s, 3 H) ,3.91 (s, 3H) ,3.74 (s, 2H) ,3.87 
(s, 3H) ,3.89 (s, 3H) ,6.8 3-6.8 9 (m, 3 H) 
MS (El) E/Z 23 9 (M) 

mmm 114 

;*3^U [ C (3,5-^pn-2-tKP**>7i-^) 
(3, h*->^>^W 75/] 7-fe-r— h©^: 

3, 5-^>-tf>XJM*-^ny H 2. 2 2 g (8. 52 mm o I) , 1 1 

3 T'ftfe BAK-KA3 1 6 2.04g (8.52mmol) , HJ 5 V 3 . 

5 7mL (2 5. 6mmo I ) , ^PP^I/A 8 5 m L &mr&X 1 7 . 5 B$P B 1i!i$ L, 

TttBU MMb&lfe (BAK-KA3 1 7) £3. 2 8g (1R^8 3%) 
Mb! 2 7] 




BAK-KA316 




BAK-KA3 16 



BAK-KA317 



WO 2004/026292 



m 



T/JP2003/011615 
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'H-NMR (CDC I ,) 8: 

3.6 7 (s, 3 H) , 3. 8 4 (s, 3H) ,3.87 (s, 3H) ,3.98 
(s, 2H) ,4.37 (s, 2 H) , 6. 7 4-6. 8 1 (m, 3H) ,7.58 
(d, J = 1.5Hz, 1 H) ,7.66 (d, J=1.5Hz, 1 H) 

MS (El) E/Z 4 6 3 (M) , 4 6 5 (M+2) 

mmm i i s 

[ [ (3,5-^nP-2-^h^>7i-^) ^UTfe-Jl/] 
(3, 4-S»h*5"<>$W 7$/] T-fe^-h<D^: 
1 1 4 BAK-KA31 7 929mg ( 2 . 0 0 mm o I ) , 

JU*JkA75 F$>*?-)V71z9—)V 0.29mL (2.2mmo I) % V^iVibfr 
A75K 0. 7mL£1 1 0°CT 1 RIHjUfU^ RJSfcjftfc: 1 mo I /L«K*JP^. % 

■4 — (^v>: mm^)u=2 : D (ct»«u mm<t&m (bak-ka3i 

9) £6 9 2mg (1R^7 2%) <#/c„ 
Ktl 2 8] 



'H-NMR (CDC I 3 ) 8: 

3.62 (s, 3 H) ,3.82 (s, 3H) ,3.99 (s, 2H) ,4.01 
(s, 3H) ,4.52 (s, 2H) ,6.75 (m, 3H) ,7.57 (d, J = 




BAK-KA317 



BAK-KA319 



WO 2004/026292 
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2.6Hz, 1H) ,7.79 (d, J=2.6Hz, 1 H) 
MS (El) E/Z 4 7 7 (M) , 4 7 9 (M+2) 

116 

I [ ( 3( 5_^ nP -2-^h**>7i-^) (3,4-S>* 

1 1 5TlfcBAK-KA3 19 6 9 2 m g ( 1 . 4 5 mm o I ) , 7jc^b 
}-HJ2A 1 74mg (4.35mmo I) > J —)V 5mL, 7k 5mL$IS 

t*i 5&fmm.wisfro &mmizi mo \/Lmst&mx. #nn*)\,A-?toft^fco 

>-^*-y>*&M6»U MftM (BAK-KA3 2 0) «3 50mg (HX^ 
5 2%) 

Mb1 2 9] 



'H-NMR (CDC I 3 ) 6: 

3.81 (s, 3H) ,3.86 (s, 3H),4.03 (s, 3H) ,4.06 
(s, 2H),4.49 (s, 2 H), 6. 71-6. 76 (m, 3H),7.57 
(d, J=2.6Hz, 1H),7.79 (d, J=2.6Hz, 1 H) 
MS (E I ) E/Z 4 6 3 (M) , 4 6 5 (M+2) 

mmm 117 




BAK-KA319 



BAK-KA320 



WO 2004/026292 



# 



'CT/JP2003/011615 
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[[(3,5-y^Dn-2-tKn*y7i-;W <3,4-5> 

mmm^ i etmmnm** mmit^m <bak-ka3 2 3) &wms3%-e 

Ufc1 3 0] 



'H-NMR (CDCIj) 8: 

3.83 (s, 3H) ,3.87 (s, 3H) ,4.04 (s, 2H) ,4.38 
(s, 2 H), 6. 72-6. 78 (m, 3H) ,7.57 (d, J=2.5Hz, 
1 H) ,7.79 (d, J =2. 5 H z, 1 H) 

MS (El) E/Z 449 (M) ,451 (M+2) 

m m m 1 1 s 

N- (3,4-v^h*'>^>^l/) -1- (3-KU»W 



3> 4-^ h+v^VXTMU^fc K 5.0 0g (30.0mmo I) , 3 -7$.S 
*?-)U\ZViS> 3.1mL (30.4mmol) , A 5g> &7k 

yIf;H-fJl/ 2 0mL^IST3^»Uc »E18^*$'£A*aBflU 
SI8^« fh7kHatv^bth'J^A i.lg(29.0mmol) £*n*.* M 




BAK-KA317 



BAK-KA323 



WO 2004/026292 



- 97 - 
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1 ) ict«kru mmt&ifo (b ak-ka3 3 i - 2) &4. 5 9 g ok^5 
9 %) mtco 



Mbi 3 1 ] 




BAK-KA331-2 



1 H - N M R (CDC I 3 ) 8: 

3.75 (s , 2H) ,3.81 (s, 2H) ,3.88 (s, 3H) ,3.89 
(s, 3H), 6. 84-6. 89 (m, 3H) ,7.27 (dd, J =4. 8, 
7.8Hz, 1H) ,7.69 (ddd, J = 1 . 7 , 2 . 0 , 7 . 8 H z , 1 H) , 
8.51 (dd, J = 1. 7,4.8Hz, 1 H) ,8.58 (d, J=2.0Hz, 
1 H) 

MS (E I ) E/Z 2 5 8 (M) 

mmm 119 

3,5-^PP-N- (3, 4-¥* h+v'OvJU) - 2-tHO + y-N 
- [ (3-t?U^-;U) ^)V\ *>M>7,)\>-fc>T5.W&t&: 
3, 5-^>if>^l/7tN-jU^PU K 506mg (1.94mmo I) » ISit^Jl 
1 8tifcBAK-KA3 31-2 500mg ( 1 . 9 4 mm o I ) . 
5 > 0.8mL (5.73mmo I) % $U P^UA 2 0 m L 1 5 B$MJt& 

Ufc„ J5/SjgfCta»^m7K^hU^A7K^>S^»P^.v ^PP/M/ATteffiUTto W 

(£PP/M,A : ^^y-;U=2 0:1) |CT»»U, IC*fc^?U>-^*#> 
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# 



• 
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-x^y-^smsau rnmit^w (bak-ka3 3 7) $683mg mm 

7 3%) mfc 0 
Hfcl 3 2] 



^i;483.3 6 5 (C^H^C^N.OsS) 

gjj d5 ; 1 4 7-1 4 8°C (CH 2 CI 2 -hexane- E t OH^&HM) 

'H-NMR (CDC I,) 8: 

3.74 (s, 3H) ,3.85 (s, 3H) ,4.31 (s, 2H) ,4.39 
(s, 2H) ,5.30 (s, 1 H) , 6. 5 1 - 6. 7 5 (m, 3H) ,7.49 

-7.57 (m, 3H) ,8.34 (d, 1H) ,8. 52 (dd, 1H) 
MS (E I ) E/Z 4 8 2 (M) , 4 8 4 (M+2) 

@ & 0J 12 0 

3 - [ C [ (3,5-^pa-2-tFn+i/7i-^) ;uU7fcx;n 
<3,4-$>*h*5"<>.$W 7$/] **)V\ trUv> 1 

S1350I1 1 97fW£:B AK-KA3 37 3 0 Omg (0.6 6mmo I ) » m— C 
PBA 1 1 4mg (0. 9 7mmo I ) , mt^U> 1 2 m L $liS"P 3 . 5 BIB) 

-JUAk&maU MMtett (BAK-KA34 1) £2 4 4mg (JR^7 9%) 
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CI 




BAK-KA337 



BAK-KA341 



•H-NMR (CDC I 3 ) 8 : 

3.7 1 (s, 3 H) ,3.83 (s, 3 H) , 4 . 2 4 ( s , 2 H) , 4 . 4 2 
(s, 2H) ,6.51-6.69 (m, 3 H) ,7.20 (d, 2 H) ,7.57 
(d, J =2. 5 Hz, 1 H) ,7.69 (d, J =2. 5 Hz, 1 H) ,8.1 0 
(m, 1 H) ,8.28 (s, 1 H) 
MS (El) E/Z 4 8 2 (M-O) 
MS (FAB) +FAB 4 9 9.1 (M+1) , 
-FAB 4 9 7.0 (M-1 ) 



m m m i 2 1 

C C2- (3,4-^^71=*) X^W 75/] T-feT— h 

3 ) 4_^ h+ .> 7 ^W5> 3.3 8mL (2 0.0mmo I) . 2-7 
n*Wm**» 1.9mL (2 0.0mmo I) . ^V^P^WSV 3. 
48mL (20.0 mm o I ) . **7-feh=MJ* 2 4 0mL*8 0 W2 4*B 

x ^ =1 :1 ^nP^A:^-^30: 1) «*«U ftMtfttt 
(BAK-KA34 8) £3.89g <JR*5 7 7 %) 
[<fc1 3 4] 
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'H-NMR (CDC I 3 ) d: 

2.72-2.91 (m, 4H) ,3.43 (s, 2H) ,3.71 (s, 3H), 
3.86 (s, 3H) ,3.88 (s, 3 H) , 6 . 7 4 - 6 . 8 3 (m, 3 H) 

MS (El) E/Z 2 5 3 (M) 

M 0»J 12 2 

X^;U 3- [ [2- (3,4-^ h+'>7i--ll/) X^JP] 7$. SI ^P/t 

3, 4->>.* b*->:7i*3MU7^> 3.0 0mL (1 7. 2mmo I) „ T^VJU 
Mx^jU 1 . 8 6mL (17. 2mmo I ) „ $$7kX^/-^ 5. 0 OmL^^iST 
2 JSHSJilJfUfco JSJ&i&lcii&m 2 . 0 mL^M, 7-b h> - yif;U-T;l/^ 
&££lfl&« 2iIDiU $>X^UX--7\M,-C»ll*ft»U ilft^ft (BAK-KA 
350) $4.24g (IR^8 1 %) 
[<t1 3 5] 



'H-NMR (DMSO-d 6 ) 6 : 

1.21 (t,J=7.1Hz, 3H) ,2.75-2.91 (m, 4H) ,3.1 4 
(m, 4H) ,3.72 (s, 3H) ,3.75 (s, 3H) ,4.1 1 (q,J = 
7.1Hz, 2 H), 6. 75-6. 92 (m, 3H) ,9.02 (brs, 2H) 




BAK-KA350 
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MS (E I ) E/Z 2 7 9 (M-HC I ) 

m m m 123 

x ^, u 3- [ [ (3,5-^nP-2-t| < 0*->7i-;i') T.fr'fc— Jll 
[ (3,4-^h*'>7i-;W X^U] 75/] ^Pe**-hOf&«: 
3 1 5 >^;|/7jv-;U^ PUH 500mg (2. 89 mm o I), ^0>J 1 

22t?ifcBAK-KA350 8 7 8 m g ( 2 . 8 9 mm o I ) . MJX3^U7S> 
1.2mL (8.59mmo.l), ^PP/M/A 3 0 mL4IST 1 . 5 R#HSJtH$U£:o 

^•gicimo i/uM*ina.* ^pp^i/A-ettai^c. wmn^tasi^*^ 

is»*'T)\,l3^A*n^bif : 77'<- (^+1t>:^X^U=1 : 1) ICTWtSU 
mmit^m (B AK-K 3 5 2) $942mg (JR^6 4%) *#fco 



l-fbl 3 6] 




BAK-KA350 BAK-KA352 



'H-NMR (CDC I 3 ) d : 

1.27 (t, J =7.1 Hz, 3H) ,2.62 (t, J =7.0 Hz, 2H), 
2.78 (t, J =8.1 Hz, 2H) ,3.46 (t, J =8.1 Hz, 2H), 
3.56 (t, J =7.1 Hz, 2H),3.86 (s, 3H) ,3.87 (s, 
3 H) , 4. 1 5 (q, J = 7. 1 H z, 2H),7.43 (d, J=2.5Hz, 
1 H) , 7. 5 3 (d, J =2. 5 H z, 1 H) 

MS (El) E/Z 5 0 5 (M) , 5 0 7 (M+2) 
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m S§ 01] 12 4 

2- (3,4-v*h*->7x=;u) -N- [ <4-ey$>zyw 

bf'J i»- 4 -;ft;i/7|^*>7';i/-7 i t K 2.5mL (2 6. 8 mm o I) , 3,4-v 
h+<>7x^W5> 4. 5 OmL (2 6. 8mmo I ) * *>7/ h'J t HP* 
C^k^-hU^A 1 . 3 5 g (2 1. 5mmo I ) , *87jc«* * y -Jl/ 4 0 OmL^Jffl 

40: 1 -»*PP7kJWA : ^=2 0 : 1) (CTifillU SBfcdlfc (BAK 

-KA3 5 3-2) $3.78g ()R^5 2%) *Hfco 
[fcl 3 7] 



'H-NMR (CDC I 3 ) 6 : 

2.7 8-2.8 9 (m, 4 H) ,3.81 (s, 2 H) ,3.87 (s, 6 H) , 
6.7 0-6.84 (m, 3 H) ,7.21 (d, J=6.0Hz, 2 H) , 
8.53 (d, J=6.0Hz, 2H) 

MS (E I ) E/Z 2 7 2 (M) 

mmm 125 

3- [ [ (3,5-^PP-2-tKn+y7i-JW *JM^U] 




BAK-KA353-2 
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1 2 3 Xntc BAK-KA352 529mg ( 1 . 0 4 mm o I ) , 'Mi&M 
3.0 0mU 4^ 6.00mL, 7K 3 . 0 0 m L Xs tS"C 3 tijfflMW U M 
(C, 6 0°C-C2.5mmmWOfCo Ix/E&lClmo I /Lig^£jQx.. ^PPtM^A 

U £t^fb^#l (BAK-KA354) $3 64mg (iR^ 7 3%) 



Ubl 3 8] 




BAK-KA352 



'H-NMR (CDC I j) 6: 

2.68 (t,J=7.0Hz, 2H) ,2.79 (t,J=7.2Hz, 2 H) , 
3.47 (t,J=7.2Hz, 2H) ,3.55 (t,J=7.0Hz, 2H) , 
3.86 (s, 6 H) , 6. 6 4- 6. 8 1 (m, 3H) ,7.44 (d, J = 
2.5Hz, 1H) ,7.54 (d, J=2.5Hz, 1H) 

MS (El) E/Z 4 7 7 (M) , 4 7 9 (M+2) 

mm m 1 2 6 

I [ (3,5-y^PP-2-bh*a*y7iz;l/) *J\,*=JV] 
i (3, 4 h+v7i-Jl/) 
3, 5-^>-tf>^;U7|v-;U^PU H 500mg (2. 89 mm o I) % §gi£0ij 1 
2 1 T?#7cBAK-KA3 48 732mg (2. 89 mm o I), bO^^T 
1.2mL (8.59mmol) , £PP*;UA 3 0 m L£g;&T 1 K||flHB#UJfc. 
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mmit^Wl (BAK-KA356) ^7 6 2mg (»R^ 5 5%) 
Ufc1 3 9] 



'H-NMR (CDC I 3 ) 8: 

2.79 (t,J=7.2Hz, 2H) ,3.49 (t,J=7.2Hz, 2 H) > 
3.70 (s, 3H) ,3.86 (s, 3H) ,3.87 (s, 3H) ,4.02 
(s, 2 H), 6. 60-6. 79 (m, 3H) ,7.53 (s, 2H) ,9.00 
(s, 1 H) 

MS (El) E/Z 4 7 7 (M) , 4 7 9 (M+2) 

m mm 127 

[ [ (3,5-^pp-2-tHn+'>7i-;W x,Mv-;i/] [2- 
(3, 4-^* h + *>7xzi;l/) X3^H 75^] BHttOdft: 
M^J1 1 6£mm<D?J&-V. mm<££® (BAK-KA3 5 7) £HX^8 7%T 

Mfc1 4 0] 




BAK-KA348 



BAK-KA356 
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BAK-KA356 BAK-KA357 



'H-NMR (CDC I 3 ) <5 : 

2.79 ( t , J =7. 2 Hz, 2 H) ,3.5 1 (t, J =7. 2 Hz, 2H), 
3.85 (s, 3H) ,3.86 (s, 3H) ,4.09 (s, 2 H) ,6.4 8- 
6.75 (m, 3H) ,7.51 (d, J=2.5Hz, 1 H) , 7.53 (d, 
J =2. 5 H z, 1 H) 

MS (El) E/Z 4 6 3 (M) , 4 6 5 (M+2) 

mmm 128 

3,5-^^PP-N- [2- (3,4-^tKn*«>7i-JW 
-2-fcKP*->-N- [ (4-fcfU>W s<>1£>*)1>*>7 

3 t 5 a U K 1 . 0 0 g ( 5 . 7 9 mm o I ) , t&SttfiJ 1 2 
4tIfcBAK-KA3 53-2 1.50g (5.50mmol), 
> 2.42mL (1 7.3mmo I) „ *PP/M/A 6 0mL^S-C4. 5&fflm. 

j$ufc. jg^rctajBi^^Km^h'j^A?^}^^^.^ ^pp7tt;pAT*}*mu>b. 

7A^P7h^77^f- ^PP*M:^y-^5 0 : 1) iZTffimis. HlC 

ttfc**u>-^**>fr&w»u mmitism (bak-ka3 5 8) £821 

mg (1R^2 9%) nito 

Hti 4 1] 




'H-NMR (CDC I 3 ) «5: 

2.64 (t,J = 7.2Hz, 2 H) ,3.44 (t, J =7. 2 Hz, 2 H) , 
3.81 (s, 3 H) ,3.85 (s, 3H),4.42 (s, 2 H) , 6.4 8- 
6.7 5 (m, 3H) ,7. 1 9 (d, J =6.0 Hz, 2 H) , 7.4 7 (d, 
J =2. 5 Hz, 1 H) ,7.55 (d, J = 2. 5 Hz, 1 H) ,8.60 (d, 
J =6.0 Hz, 2 H) 

MS (El) E/Z 4 9 6 (M) , 4 9 8 (M+2) 



mmm 129 

4- [ C [ (3,5-^an-2-tHn^>7i-Jl/) C2 

- ( 3t4 -^^i/7i^) X^U] 75y] hT'Jv'V i 

Hitfffll 2 8"e#fcBAK-KA3 58 300mg (0.6 Ommo I ) , m-C 
P B A 15 6mg (0. 9 Ommo I ) , 1 2mL^Sf4« 

^TllSIISrft^U Hft^tt (BAK-KA3 6 0) £2 5 7mg (iR^8 3%) 
[<fb1 4 2] 
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BAK-KA358 BAK-KA360 



'H-NMR (CDC I j) 6: 

2.63 (t, J =7. 2 Hz, 2H) ,3.44 (t, J = 7. 2 Hz, 2H), 
3.83 (s, 3H) ,3.85 (s, 3H) ,4.34 (s, 2 H) , 6.45- 
6.73 (m, 3 H) , 7. 1 8 (d, J=7.0Hz, 2H), 7.54 (d, 
J=2.5Hz, 1H) ,7.57 (d, J=2.5Hz, 1 H) ,8.19 (d, 
J =7. 0 H z, 2 H) 

MS (FAB) + FAB 5 13.1 (M+1 ) 
- FAB 5 11.0 (M- 1 ) 

mmm 130 

y-^ju [ c (2 , 3 - y t kp - 1 , 4 - 6 

M 75/] hCDSfS. : 

3, 4 -X^-lxyS^^+v^VXT^^b K 2. 0 0 g (12. 2 mm o I ) » tf l J 
*»^^xXt-JU^M^ 1.53g (1 2.2mmo I) , v7V h U t FP*2 
3MW-MJC»A 613mg (9. 75 mm o I), $37jo**/— 2 0 OmL^f 

gt2 3ir»uc. sifts****. ta^m7Km^-h'j^A7X^^n^ ^ 

^y-;U=2 0 : 1) |CT»«U (BAK-KA375) £8 0 4mg 

OK* 2 8%) Wfc. 
Hti 4 3] 




BAKKA375 



1 H — N M R (CDC I 3 ) 8: 

3.40 (s, 2H) ,3.69 (s, 2H) ,3.72 (s, 3H) ,4.24 
(s, 4 H) , 6. 7 9 - 6. 8 4 (m, 3 H) 
MS (El) E/Z 2 3 7 (M) 

» st m 13 1 

2,3-v?tHP~6- [ (E) -2-*h*->t-JH - 1 . 3 
+*»*3cfc^2, 3->?t HP- 6- [ (Z) -2-* h*->tf-;U -1.3 

MilflMrF, mfo**S-Jl' 5 4mLlC7K^k^-b l J^A (6 0% in oil) 
1 .0 6g (2 6.5mmo I) *0°GT?iIia.» MlZ x *^\s> s J** f s h U 7x=^ 
7*^7-f>^P'J H 8.27g (24.1 mm o I ) ©SfcM * / -Jl'SSjfc 50m 

XTfrTtY- 3.0g (1 8. 3mmo I ) 6 4mL£flllX.. 3B*IW 

^P7K77-f- Cs**>:««X^-1 0:1) CTIHRU «mt** 
(BAK-KA3 7 7) «S^UT3. 8 1 g (*«AW«> nfro 
Mb1 4 4] 




CT/JP2003/011615 



BAK-KA377 



'H-NMR (CDC I 3 ) 6 : 

3.6 5, 3.7 4 (s, 3Hx 2) , 4. 2 3, 4. 2 4 (s, 4Hx2) ,5.1 1 
(d, J=7.0Hz, 1H) ,5.70 (d, J = 12.9Hz, 1H), 
6.04 (d, J=7.0Hz, 1 H) ,6.71-6.79 (m, 4H), 
6.90 (d, J = 1 2.9Hz, 1H), 6. 98-7. 21 (m, 2H) 

MS (E I ) E/Z 3 8 4 (M) 

m it 09 13 2 

[ [ (3,5-^PP-2-tKP + '>7i-;W [ (2,3 

-S>fc KP- 1 , 4-s<>\nStt-»-6-<Ol>) *=5-)V\ 7^/3 WfMO 

3 , 5 -SOU >7>)Vi£— P'JH 585mg (3. 39 mm o I), 1 
30tifcBAK-KA3 7 5 8 0 4 m g ( 3 . 3 9 mm o I ) » h "J JLf-frT 5 > 
1 . 4 2mL (1 0.2mmo I) % £PPtM,A 3 5mL^lS-C3. Stiifflmft U 
fc. RJCSRfcteJftKBbkiR^-hU^ATk^**^ £PP*;UATteii5b£:„ 

1:1) |CT»«U MflS^ttlO^^UXX^K* (BAK-KA379) «97 
1 mg (JR^6 2%) m^: 0 

-tf5Ti#e>*l£: BAK-KA379 9 7 1 mg (2.1 Ommo I) t 7kMit1- h 
U£A 252mg (6.3 Ommo I ) % J — JU 5mL, tK 5mL^^iST4. 

stiffflm.&uito j£/&j&fcimo \ /Lmm&toz.* ^pp^ATttasufco w^s 
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mmit^m (BAK-KA3 8 0) £76 2mg'#fc 0R^8 1%) „ 
[<b1 4 5] 

OHOO 

OHO , _ 
BAK-KA379 BAK-KA380 



OHOO _ 



OHOO 



BAK-KA375 



'H-NMR (CDCIj) d: 

4.0 5 (s, 2H) ,4.25 (s, 4 H) ,4.35 (s, 2H) ,6.68 
(dd, J -2. 1,8. 2 Hz, 1 H) ,6.74 (d, J=2.1Hz,1H), 
6.82 (d, J=8.2Hz, 1H),7.56 (d, J=2.5Hz,1 H) , 
7.6 0 (d, J =2. 5 H z, 1 H) 

MS (E I ) E/Z 4 4 6 (M) 



« 51 « 13 3 

(2, 3 -5>fc KP- 1 . 4 -'<>l/**->- 6 — f JW T-fe h7;U^t F<D 

U5£fliJ 1 3 1 TffcBA K-KA377 3.8 1 g (19.8mmol) , ffiM 1 ■ 
8 2mLv »|7Kxh^t:KP7^> 9 5mU ?K 1 8mL*5>*WMlQtt«*l'fc. 

(^Viftilf^S : 1) (CT»«U «B4t£«9 (BAK-KA3 8 1) 
$2.67g (1R^7 6%) 
Htl 4 6] 
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Ccrx 



Cat 



H 



+ 



BAK-KA377 



BAK-KA381 



'H-NMR (CDC I 3 ) 6: 

3.57 (d, J=2.4Hz, 1 H) , 4.26 (s, 4H) ,6.64- 
6.88 (m, 3H) ,9.70 (d, J=2.4Hz, 1 H) 

MS (E I ) E/Z 1 7 8 (M) 

m it 01J 1 3 4 

*^)\, [[2- (2,3-^tHa-1,4-^;^»-6-a) 

X^;|/] 75/] T-tT- h<D^/£ : 
§gi£0ll 1 3 3 X-mtc BAK-KA381 2.67g (1 5.0mmo I) , ^ 
>*=$-)\,3L?ST)V&m& 2. 5 0 g (1 9. 9mmo I ) , *>T/ h U t KP*2i?t 
fc^hUSA 754mg (1 2.0mmo I) , &7jc**/-;U 20 0mL$IS 

^mm* i'Vj3?jW7A#n^hif^7'(- <^+-y-> : snx^i/=i : 1 

PP*;UA : ^t^y-^= 1 0 : 1) (CTIMU il^i (BAK-KA3 8 
3) £2. 2 5 g 0R356 0%) 
[fcl 4 7] 



BAK-KA381 




'H-NMR (CDC I 3 ) 6 : 
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2.66-2.74 (m, 2H) ,2.80-2.88 (m, 2H) ,3.42 (s, 
2H) ,3.72 (s, 2H) ,4.24 (s, 4 H), 6. 65-6. 81 (m, 
3 H) 

MS (E I ) E/Z 2 5 1 (M) 

mmm 135 

[ [ {3,5-^PP-2-tHP*->7i- < ll/) [2 
- (2,3-^tHn-1,4 - 6 -^JW J&)V\ 75 

3> s-^>M>7^)Vi^=.)V<7U^ K 1.54s (8. 95 mm o I) « §Sii0>J 1 3 
4T'ifcBAK-KA3 83 2.25g (8.9 5 mm o I ) , hU^^UTS> 3. 
75mL (26. 9 mm o I) , * P P*;UA 8 9 m L^MST 1 6 ISIEIil&Oft:. 
JxJfo&lc 1 m o l/L^M£*n;t, ^PP/M/A-CtifcBUTt, ^p*taffi^7Km 

->U*^U^^A^P^h^7-f- ('s*i*-> : MSX3=-;U=2 : 1) |CT»»U» 
SM-fb^ (B AK-KA3 8 4) £2. 2 1 g 0K^5 2%) Wfco 
4 8] 



H-NMR (CDCIj) 8: 
2.7 4 (t, J =7. 2 Hz, 2H) ,3.45 (t,J=7.2Hz, 2H) , 
3.69 (s, 3H),4.04 (s, 2H) ,4.24 (s, 4H), 6.54 
-6.78 (m, 3H) ,7.54 (s, 2 H) 




CI 




BAK-KA383 



BAK-KA384 
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MS (E I ) E/Z 4 7 5 (M) 

[ [ (3, 5-y^PP-2- t HP+'>^x-;U) *)V*=.)V\ [2- (2, 
3 - ^t HP - 1 , 4 -^>^=lry>- 6 - -fJl/) x^JW 75/] Bti& 

WM1 1 6 tmm<D* : &-C* mmit&W (BAK-KA3 8 5) £JR^9 0%-e 
litl 4 9] 



'H-NMR (CDC I 3 ) 8 : 

2.7 4 (t, J = 7. 1 H z, 2H) ,3.47 (t, J =7. 1 H z, 2 H) , 
4.02 (s, 2H) ,4.24 (s, 4H) ,6.54-6.7 8 (m, 3 H) , 
7.52 (d, J=2.5Hz, 1 H) ,7.55 (d, J=2.5Hz, 1H) 

MS (E I ) E/Z 4 6 1 (M) 

137 

2- [ C (3,5-^PP-2-tKP^>7i-Jl/) (3,4 

§gji0ij 1 3 5 T*#fe BAK-KA384 2.76g (5. 77 mm o I). *=$-)V 
7$y>*/-;U}§j& (4 0%S§&) 5.0 0mU **/-JU 5.0 0mL$tS 
T1 7B#IH«#Wfc. J5Jfo>£IC 1 m o l/L«8*JP^ ^PP^ATttBH/fc. 




BAK-KA384 



BAK-KA385 
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HU $afc£% (BAK-KA3 8 9) $1.95 g 

y-;u=3o : i) izxmmv> nixamtd* (bak-ka3 8 9) $358 

[<b1 5 0] 



'H-NMR (CDC I 3 ) 6: 

li59 (t, J =7. 6 Hz, 2H) ,2.80 (d, J=4.9Hz, 3H), 
3.48 (tfJ = 7 . 6 Hz, 2H),3.86 (s, 8H),6.62 (brs, 
1 H) , 6. 63-6. 80 (m, 3H) ,7.56 (s, 2H), 9.17 (s, 
1 H) 

MS (E I ) E/Z 4 7 6 (M + ) 
m it m 13 8 

2- [4 [ [7-^PP-5-^V-2,3-ytKP-1,4-^> 
l/*U-7-t?tr>-4 (5H) — OW -2->h*->7i/* 

5tifcBAK-G4 73 2 0 1 . 6ms (0.604 mm o I ) » 
* U £ A 167mg (1.21 mm ol), DM F 4 m 2 -^QtlW 

0.13mL (1.21 mm o I ) «rJPA, SfflT? 2 4 B*ia«# Ufc. RJ& 





BAK-KA384 
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3) TifiilU M4b£& (B AK-G 6 8 7) $2 1 9mg 0R^8 6%) ^#7c. 
Hb1 5 1 ] 



1 H-NMR (CDC I 8 ) 6 : 

2.10 (s,3H) ,3.45 (t, J=5. 3Hz, 2H) ,3.86 (s, 
3H) ,4.1 3 (t,J=5.3Hz,2H) ,4.23 (m,2H) ,4.4 
4 (m,2H) ,4.75 (s,2H) ,6.80-7.00 (m, 4 H) , 7. 
36 (dd,J = 2.6,8.7Hz,1H) ,7.85 (d, J =2. 6 H z, 
1 Hz) 

mmm 139 

7-^PP-4- [4- (2-tHP*">Xh + >') - 3 -p* 

swi -3, 4-^t hp-i , 4-'<>y*i*-7-t£e>-5 (2H) - 

m^mi 3 8Tr#7t:B AK-G 6 87 200mg (0.47 6mmo I ) , 
-)V 4mLlC 4 1 O%7K^<b^-hU^A7jci§0 2mL^iin^ IST2I^TOL 

mute, m&r&s u^m^^v^ji^^A^n^b^y^- e\*y->:mm 

X^;U=1 : 2) M^b^Ml (BAK-G6 9 2) £1 6 5mg OR* 9 

2%) mtio 

Hfcl 5 2] 




BAK-G473 



BAK-G687 




BAK-G687 BAK-G692 



1 H-NMR (CDC I 3 ) 8 : 

2.89 (brs,1H) ,3.45 (t, J = 5.3Hz,2H) ,3.85 (s, 
3H) ,3.94 (brs,2H) ,4.0 5-4.2 0 (m,4H) ,4.75 (s, 
2 H) , 6. 8 0- 7. 0 0 (m,4H) ,7.36 (d d, J =2. 7, 8. 7 H z, 
1 H) , 7.8 4 (d, J = 2. 7 H z, 1 H) 

MS (El) E/Z 3 7 7 (M + ) 

m m m 1 4 0 

[4- [ [7-^Pa-5-^V-2,3-ykHP-l,4-^yy 
*i*-7-fc?t?>-4 (5H) *^;U] -2-^h*y7xy+y] 

§gig0iJ7 5T?mfcB AK-G4 7 3 2 0 2.3mg (0.6 0 6mmo I) , mM 
tlVVA 1 6 7mg (1.21 mmo I ) „ DM F 4 m Ltd, ^PtTt h- h'J 
)l> 0.085mL ( 1 . 2 1 mm o I) ZtiaZ.* M^V 2 KHHHS** Lit. J5/&jgJC7k 

4«->U*W7A^P?h^77^- C\*tf-> : ^X^JU= 1 : 1 ) T 
mmiss mSflt&to (BAK-G689) £2 2 4mg 01X3*9 9%) fflto 
Utl 5 3] 
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o ° 



CN 



CI 




.O 



O 




O 



BAKG473 



BAK-G689 



1 H-NMR (CDC I 3 ) 8 : 

3.47 (t,J=5.0Hz,2H) ,3.88 (s,3H) ,4.1 7 (t, 
J =5. 0 H z, 2 H) , 4. 7 7 (s,2H) ,4.83 (s,2H),6.8 
8 (dd,J=2.0,8.1Hz,1H),6.95 (d, J =8. 6 H z, 1 
H) ,7.00 (d,J=2.0Hz,1H) ,7.03 (d, J =8. 1 H z, 
1H) ,7.37 (d d, J =2. 7, 8. 6 H z, 1 H) , 7. 8 5 (d,J = 
2. 7 H z, 1 H) 

MS (E I ) E/Z 3 7 2 (M + ) 

mmm 141 

[4- [ [7-^PP-5-^*V-2, 3-^tKP- 1 , A-*<> X J 
+1tT-tftr>-4 (5H) *3MH -2-^h+'>7i;**>] 

Wk^M 7 5 BAK-G473 200mg (0.599mmo I) , WiMJl U 

£ A 414mg ( 3 . 0 0 mm o I) , DMF 4 m UC> X^i/^Ptv^M-P 
T-fe^-h 0.39mL (3. 00 mm o I) 5 0 TTC 2 4 H#IH«# Lfc. 

m^m#l**>U^^I/*^A^P^h^7-f- (A.*1t> : ftlKx^l^ 
2:1) TmWlU I^X^^JM** 1 9 7. 7mg 01X^7 2%) 

CCOX^I/XX^Mfc 1 8 Omg (0.3 9 5 mm o I ) * J — JU 4mL|C, 
1 0%7»fb:J- MJ£ A7fc}§5& 2mL«rJin^.. ^iST?3 E^MJf bfco J5/&j£fC# 



WO 2004/026292 



- 118 " 



'CT/^ooa/oneis 



mm<t&%a (BAK-G6 9 3) 3: 1 8 8mgifc (*I88D » 
Ufcl 5 4] 



O 




BAKG473 BAK-G693 



1 H-NMR (CDC I 3 ) « : 

3.4 9 (t, J =5. 2 H z , 2 H) , 
2Hz,2H) ,4.79 (s,2H) , 
H) ,6.96 (d, J =8. 7 H z, 1 
7.2 1 (d, J =8. 1 H z, 1 H) , 
H) ,7.83 (d, J =2. 6 H z, 1 

MS (E I ) E/Z 4 2 7 (M + ) 



3.8 1 (s, 3 H) , 4. 1 9 (t , J =5. 
6.85 (d d, J = 1 . 9, 8. 1 H z, 1 
H) ,6.99 (d, J = 1 . 9 H z, 1 H) , 
7.39 (dd,J=2.6,8.7Hz,1 
H) 



14 2 

[4 _ [ [7-^QO-5-^V-2,3-^tHn-1,4-^y 
^-y-T4ft!>-4 (5H) -JM 7i;+'>] 71zt— h<D-0if$. : 

4 - fc \*n$->"<>X7 ')Vr^. H 1 O.OOg (81.97 mmo I ) » Wzl&Jl U 
£A 2 2. 6 2 g (1 6 3. 9mm o I ) „ 7* h> 1 OOmLlC ynt^f" 
9.3mL (9 8.3 6mmo I) IST 2 4 MM* Ufc. fifc** 
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-h (BAK-G688) £1 4.7 4g 0R^9 3%) *tfco 
*#e>*l£:B AK-G 6 88 2.0 4 g (1 0. 5mmo I) . X#/-;U 2 OmU 

2 -i?qniW5>M 2.44g (2 1 mmo I) , 0. 6mL$> ^ 
•&T*3 0^m^Ufc o JS/SjS^K^U 2 7 9mg (7. 

3 5mmo I) WClMIWOfc. «»Ufcl«*aMlU WEI«U 

[4- C (^h**>*^*=^W ^K**>] 7^ 
-£A*PU F (BAK-G699) *1.7 5g (JR^5 7%) #fco 

ietlfcBAK-G 6 99 1 . 2 3 g (4.18 mm o I) , BH»X?JU 1 2m U 
DBU 3.1mL ( 2 0 . 9 mm o I ) ***U -^Pn*'JW*fP 
U H l.6g(8.36mmol) ©tt«x^UiSjft 1 6mL*iBTOfc. KlBjft 

taT4i»iwwnt. a^i=*M*»i*- iwx**Tamu wmn*^ 

^ _ : IffltE^-JU- 2:1) "C^U MUbM (B A K - G 7 0 1 ) 

£7 0 2. 7m g (JR^4 5%) ntc. 
Mb! 5 5] 




BAK-G699 BAK-G701 



1 H-NMR (CDC I 3 ) 6 : 

3.43 ( t , J =5. 1 H z, 2 H) , 3. 8 1 (s,3H) ,4.1 5 (t,J=5. 

1 H z, 2 H) ,4.64 (s, 2 H) ,4.75 (s,2H) ,6.89 (d,J=8. 

7Hz,2H) ,6.93 (d, J=8.6Hz, 1 H) ,7.28 (d, J =8. 7 H 

z,2H),7.35 (d d, J =2. 7, 8. 6 H z, 1 H) , 7. 8 5 (d,J=2. 

7 H z , 1 H ) 
MS (E I ) E/Z 3 7 5 (M + ) 

mmm 143 

[5- [ [7-^PP-5-^V-2, 3-ytKn-1 
*V7i£tZ>-4 (5H) — <)V\ *J-)V\ - 2 - * b**>7 =.S *~>1 

mmmi 4 2 tmm^m-c. mmit^m cbak-g702) &mrc 0 

[fbi 5 6] 




"CT/JP2003/01161S 



BAK-G702 



1 H-NMR (CDC I 3 ) 6 : 

3.4 2 (t,J=5.0Hz,2H),3.76 (s,3H) ,3.88 (s,3H), 
4. 12 (t,J=5.0Hz,2H),4.70 (s,2H),4.72 (s,2H) , 
6.8 0-6.9 3 (m,3H),6.9 3 (d , J = 8. 7 H z , 1 H) , 7 . 3 6 
(dd,J=2.7,8.7Hz,lH) ,7.84 (d , J = 2 . 7 H z , 1 H) 

MS (E I ) E/Z 4 0 5 (M + ) 

m m m 144 

[4- [ [7-*nn-5-**v-2,3-^tFn-i,4-^>y*if-T 

•iftT>-4 (5H) -<<)V\ ^)V\ 7i/^>] 



mmm e s iiwm<o^mvs mmit&w <bak-g703) zmti. 
nbi 5 7] 




BAK-G701 BAK-G703 



1 H-NMR (CDC I 3 ) 6 : 

3.44 (t,J=5.0Hz,2H),4.15 (t,J=5.0Hz,2H),4. 
66 <s,2H) ,4.76 (s,2H) ,6.90 (d,J=8.7Hz,2H),6. 
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93 (d,J=8.7Hz,1H) ,7.28 (d,J=8.7Hz,2H) ,7.36 
(dd,J=2.7,8.7Hz,1H) ,7.85 (d , J = 2 . 7 H z , 1 H) 
MS (El) E/Z 3 6 1 (M + ) 

M & m 14 5 

2- [4- [ [7-^PP-5-^*V-2,3-^th*P-1,4-/<>y 
++t-T-lftr>'-4 (5H) -<<)V\ -2-^h^>7iy + ->] 

iSii^J 7 7 BAK-G475 1.01 g (2.58 mm ol) , D I E A 1 . 

35mL (7. 74 mm o I) , 1,1' -rtJU/tfzLjUvM 6 2 7mg (3. 

87mmo I) , DMF 20mL$, m&V 3 OTMHHK&Uft:. Kfomz*^)l7 
=*>*&MiU. 351mg (5. 1 6mmo I ) 1ST 3 R#Fs8it# Ufco SJSiS 

S^b^S (B AK-G 7 1 9) $89 3. 9mg QR$8 6%) 



Hfc1 5 8] 




BAKG475 BAKG719 



'H-NMR (CDC I 3 ) 6 : 

2.91 (d, J =5. 0 H z, 3 H) , 3. 4 6 ( t , J = 5 . 0 H z , 2 H) , 3 . 
88 (s,3H),4.16 (t,J=5.0Hz,2H),4.52 (s,2H) ,4. 
76 (s, 2 H), 6. 80-7. 00 (m, 5 H) , 7. 3 7 (d d, J =2. 7, 8. 
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6Hz,1H) ,7.85 (d, J = 2. 7 H z, 1 H) 
MS (El) E/Z 4 0 4 (M + ) 

mmm ue 

[2 h*V-4 - [ [7-^h + *>-5-^-=1rV-2,3-^tH 
□ - 1 , 4-^>y+-y-T"bft!>-4 (5H) — <)V\ -7jlJ* 

mmm i 4 2 <hPj«i<D:fr&-e* a^b^#j (bak-g706) £*§fco 

Htl 5 9] 




BAK-G706 



1 H-NMR (CDC I 3 ) 6 : 

3.42 (t,J=5.5Hz,2H) ,3.80 (s,3H) ,3.83 (s,3H), 
3.88 (s,3H) ,4.07 (t,J=5.5Hz,2H) ,4.70 (s,2H) , 
4.77 (s,2H) ,6.7 5-7.0 0 (m,5H) ,7.31 (dd,J=0.4, 
2. 5 H z, 1 H) 

MS (El) E/Z 4 0 1 (M + ) 

mmm 147 

tf-fr [2-^h+«>-4- [ [7'-^^-5-**V-2. 3-ytKP 

-1 , 4-^>y=M*-7-tftf>-4 (5H) -*<;n y^;u] -7i/+->] 
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• 
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mmm i 4 2 tw\mo^x\ mmit&m (bak-g708) zmtc. 

[<fci 6 03 



'H-NMR (CDC I 3 ) 6 : 

2.3 5 (s,3H) ,3.42 (t,J=5.3Hz,2H) ,3.80 (s,3H) , 
3.88 (s,3H) ,4.1 1 (t,J=5.3Hz,2H) ,4.69 (s,2H) , 
4.76 (s,2H),6.77 (d, J=8. 1 Hz, 1 H) ,6.80 (dd,J = 
1.7,8.lHz,1H),6.89 (d,J=8.3Hz,1H),6.97 (d,J 
= 1 . 7 H z , 1 H) ,7.22 (dd,J=2.1,8.3Hz,1H) ,7.63 
(d, J =2. 1 H z, 1 H) 

MS (E I ) E/Z 3 8 5 (M + ) 

mmm us 

*3=> [4- [ [8-^PQ-5-W-2, 3-ytHP-1 % 4-*> s J 
*V7M\i>-4r (5H) -<<)V\ *W\ -2~* h+'>7i/*v] Tiz 

UM1 4 2<fc|^<£^;£T\ aM^tl (BAK-G7 1 0) £i#fco 

[<U 6 U 




BAKG708 
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OHC 




o- 



o 



BAKG710 



'H-NMR (CDC I 3 ) 6 : 

3.46 (t,J=5.2Hz,2H) ,3.80 (s,3H) ,3.87 (s,3H) , 
4.18 (t,J=5.2Hz,2H) ,4.70 (s,2H) ,4.75 (s,2H) , 
6.70-6.85 (m,2H) ,6.94 (d, J = 1 . 6 Hz, 1 H) , 7. 0 1 
(d,J = 2.0Hz,lH) ,7.1 5 (dd,J = 2.0,8.4Hz,1H) , 
7.84 (d, J =8. 4 H z, 1 H) 

MS (El) E/Z 4 0 5 (M + ) 

sg m 14 9 

12-* h+->-4 - [ [5-?|-+V-2,3-ytKP-1,4-^ 
>9*V7W>-4 (5H) *?-)V\ 7xy*->] TMrr-V<r> 

a/£ : 

w$m\ 4 2<hii©^-c, mmitswi (bak-g7i 6) &mtz 0 

Ut\ 6 2] 



o 




o 



o 



OHC 



o 



o 



BAKG716 



1 H-NMR (CDC I 3 ) 6 
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3.45 (t,J=5.4Hz,2H) ,3.80 (s,3H) ,3.87 (s,3H) , 
4. 15 (t,J=5.4Hz,2H),4.70 (s,2H) ,4.77 (s,2H), 
6.78 (d,J=8.1Hz,1H),6.84 (dd,J = 1.7,8.1Hz, 
1H) ,6.97 (d, J = 1 . 7 H z, 1 H) , 6. 9 9 ( d d , J = 1 . 8 , 7 . 7 
Hz, 1H),7.19 (d t, 1 . 8,7. 7 Hz, 1 H) , 7.4 3 (dt,J = 
1.8,7.7Hz,1H),7.86 (dd,J = 1.8,7.7Hz,1H) 
MS (El) E/Z 3 7 1 (M + ) 



\ m. m 150 

[2 -^h**>-4- [ [7-^h^>-5-^V-2,3-^kHn 
! t 4-^-y\T*y-7W>- 4 (5H) -<<)V\ ^)V\ 7i/*'>] 

mmm6 8tmm<D*fe-z* mmit&to (bak-g7i o 

Mb1 6 3] 





o 

BAKG711 



1 H — N M R (DMSO-d 6 ) 6 : 

3.44 (t,J=5.2Hz,2H) ,3.76 (s,6H) ,4.1 1 t,J=5. 

2Hz,2H),463 (s,2H),4.66 (s, 2 H), 6. 80-7. 00 

(m, 4H) , 7. 0 5 (dd,J=2.8,8.8Hz,1H),7.14 (d,J = 

2. 8 H z, 1 H) . 
MS (El) E/Z 3 8 7 (M + ) 
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m m m 151 

[2 _ /h+ .>-4- [ [7 - 5 - **v - 2 , 3 - s;k ho - 1 . 

4 _^y*1*7-fefe>-4 (5H) — 7i/+'>] B«D 

|g^J6 8 tHUI^asT, a^k-^tl (BAK-G7 1 2) £*Hfc, 
Hfcl 6 4] 




BAK-G708 BAK-G712 



'H-NMR (DMSO-d 6 ) 6 : 

2.3 0 (s.3H) .3.45 (t, J-5. 1 Hz, 1 H) ,3. 78 (s,3H) , 
4.1 5 (t,J=5.1Hz,2H),4.63 (s,2H),4.66 (s,2H) , 
6.83 (brs,2H),6.92 (d,J=8.2Hz,1H),6.98 
(bri.lH) ,7.27 (d d, J=2. 1 ,8.2Hz, 1 H) ,7.47 (d, 
J = 2. 1 Hz, 1 H) 

MS (El) E/Z 37 1 (M + ) 

mmm 152 

[4- [ [8-^PP-5-**V-2.3-^fcHn-1.4-^>!/*1>- 
T-tfbT>-4 (5H) **JW -2-/h*'>7i/^>] IWffi) 

■M6 8&Mt0*9TC. Mfcdlfe (BAK-G7 1 3) £#fco 




BAKG710 BAKG713 



1 H-NMR (DMSO-d 6 ) 6 : 

3.52 (t,J=5.0Hz,2H) ,3.76 (s,3H) ,4.24 (t,J = 
5.0Hz,2H),4.63 (s,2H),4.66 (s,2H),6.83 (brs, 
2H) ,6.97 (brs,1H) ,7.13 (d,J = 2.1Hz,1H) ,7.24 
(dd,J=2.1,8.4Hz,1H),7.74 ( d , J = 8 . 4 H z , 1 H) 

MS (E I ) E/Z 3 9 1 (M + ) 

mmm 153 

T-tftfV-4 (5H) 7i/+'>] §m<D^&: 

^0lJ6 8<kPI^I<D*;i-C, (BAK-G7 1 7) 

Hfc1 6 6] 




BAKG716 BAKG717 



1 H-NMR (DMSO-d 6 ) 5 : 

3.48 (t,J=5.0Hz,2H),3.76 (s,3H) ,4.1 9 (t,J = 
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5. 0 H z, 2 H) , 4. 6 3 (s,2H) ,4.67 (s,2H) ,6.83 (brs, 
2H) ,6.98 (brs,1H) ,7.03 (dd,J = 1.8,7.7Hz,1H) , 
7.19 (d t , J =1 . 8, 7. 7 H z, 1 H) , 7. 4 7 (d t, J = 1 . 8, 7. 7 
Hz,1H) ,7.70 (dd,J = 1.8,7.7Hz,1H) 
MS (El) E/Z 3 5 7 (M + ) 

m it M 15 4 

4- [4- -3-;* h+S^Ov^H -7-*PP-1,4 

-^>y+-y7iftr>-3, 5 (2H,4H) -^*>©^J*: 
5jO%T\ iS5t0iJ4 31?ifcBAK-G 395 8 1 0.9mg (2.0 4mmo 
I ) % mMJlVVA 1 . 1 3 g (8.1 6mmo I ) , DM F 1 6mUC &UU7 
•fe^U^P U K 0. 6 6mL (8.1 6mmo I ) £}T§TU ^ST2R#Fti1* 4 O'C 

T2o^«ifu>bo J5^(c7jc^*px.. n^x^-ejaaiu mmmzmfrmm-j- 

hU^AT^L/Tt. SIS^ m^^'>U*^^^A^P^h^7-f- (^ 
*t»->:^mx^=4 : 1) TifigU StgHfc^ (BAK-G6 9 5) £7 5 4. 
3mg (JR^8 4%) mtco 
Hbl 6 7] 




BAK-G395 BAK-G695 



1 H-NMR (CDC I 3 ) 6 : 

3.88 (s,3H) ,4.76 (s,2H) ,5.1 1 (s, 2 H) , 5. 1 2 (s, 
2H) ,6.79 (d,J=8.3Hz,1 H) ,6.85-7.10 (m, 3 H) , 
7.25-7.50 (m,6H) ,8.1 3 (d,J=2.6Hz,1H) 
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MS (El) E/Z 4 3 7 (M + ) 

mmm 155 

7-*PP-4- (4-tKP*'>-3->h*^V^) -1 , 4-^> 

y^-y-T-tf try- 3, 5 (2h,4h) -s^-xd^K: 

tljgflij 1 5 4 "Cmfe BAK-G695 74 6.3mg (1.70mmoi) , mm 
X^JI/ 1 5mL|C, 10%Pd-C 7 4mg*i0^ tK^UHMT, ^S"C2R$Fb1 
m^Ufeo J£/£&£-fe^<f h33ML 3jft*»IU «Mt£4fc (BAK-G6 9 
6) $6 5 8. 3 m g (jfcltil) o 



Mb1 6 8] 




BAK-G695 BAKG696 



1 H-NMR (CDC I 3 ) 6 : 

3.88 (s,3H) ,4.76 (s,2H) ,5.1 1 (s,2H) ,5.58 (s, 
1H), 6. 80-7. 10 (m, 4 H) , 7. 4 4 (dd,J=2.6,8.7Hz, 
1 H) ,8.13 (d, J =2. 6 H z, 1 H) 

MS (E I ) E/Z 3 4 7 (M + ) 

IS 31 All 15 6 

*>5W [4- [ [7-^PP~3, 5-^+V-2,3-ytFn - 1 . 4 
-/OV-+itT-tfhf>-4 (5H) -'OH *3^U] -2-* h*->7i/* 
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mmWl 5 5T''#fcBAK-G6 9 6 640mg (1.84mmo I) * KBJWl U 
OA 5 0 8mg (3.6 8mmo I) % DMF 1 0 m L |C„ ^P€MK>^ 0. 
58mL (3.68 mm o I ) ^ST* 3 B#^M#Ufco S^OJc^JlPX.. 

$»fb£% (BAK-G 7 2 2) £7 3 7mg OR* 8 1 %) 
Hfcl 6 9] 



"OBn 




O 

BAK-G722 



1 H — NMR (CDC I 8 ) 6: 

3.85 (s,3H) ,4.70 (s,2H) ,4.77 <s,2H) ,5. 1 2 (s, 
2H) ,5.21 (s,2H) ,6.7 1 (d, J=8.2Hz,1 H) ,6.93 ( 
dd,J=8.2,2.0Hz,1H),7.04 (d, J=2.0Hz,1 H) , 
7.05 (d,J=8.7Hz,1H),7.2 5-7.4 0 (m, 5 H) ,7.45 
(dd,J=2.7,8.7Hz,1H),8.13 (d,J=2.6Hz,1H) 

MS (E I ) E/Z 4 9 5 (M + ) 



m 15 7 

[4- [ [7-*nP-3,5->***V-2,3-^tKa-1,4- 
*VTW>-4 (5H) — *W\ -2-/h^>7i/*v] 
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1 5 5 T?#fcBAK-G 722 720ms (1. 45 mm o I). IHfcr? 
JU 1 OmLIC, 1 0%Pd-C 7 0mgm 7K^Pa^T» m^2mmmw 

(BAK-G 7 2 3) ^30 4. 8mg 0R^5 2%) %fc 0 
Ubl 7 0] 

O Q 




BAK-G722 BAK-G723 



1 H — N M R (DMSO-d 6 ) <5 : 

3.73 (s,2H) ,4.60 (s,2H) ,5.00 (s,4H) ,6.75 ( 
brs,2H) ,6.93 (b r s, 1 H) , 7. 2 5 (d,J=8.7Hz,1H), 
7.68 (dd, J=2.7,8.7Hz,1 H) ,8.01 (d,J=2.7Hz, 
1 H) , 1 3. 0 0 (b r s, 1 H) 

MS (E I ) E/Z 4 0 5 (M + ) 



m m m 1 5 s 

[ [2- jl^jii [ (3,5-^pp-2- 

t kp+->7iz;w x;i/7ts— ;u] 7$/] rt^— hj>£j* : 

lgi£0>Jl 1 4 <fcH«©*arC*Hffc^s|ftl (BAK-KA424) 
[ftl 7 1 ] 
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BAK-KA424 

1 H-NMR (CDC I 3 ) 6 : 

2.83 (t,J=7.1Hz,2H) ,3.49 (t,J=7.1Hz,2H), 
3.70 (s,3H) ,4.34 (s,2H) , 7.0 4 (d,J=8.4Hz,2H), 
7.21 (d, J =8. 4 H z, 2 H) , 7. 5 1 (d, J = 2. 5 Hz, 1 H) , 
7.5 3 (d, J =2. 5 H z, 1 H) 

MS (E I ) E/Z 4 5 1 (M) , 4 5 3 (M+ 2) , 4 5 5 (M+4) 

m m m i 5 9 

3,5-^PP-N- [2- (3, 4-*J* h**>7x^) X^H -2- 

U5i0iJ 1 1 4 <fc|I|*f (D:fr;iT*gtMlb^!l (BAK-KA425) ttmtCo 
Htl 7 2] 




BAK-KA425 



'H-NMR (CDC I 3 ) <5 : 
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2.67 (t , J =7. 3H z, 2 H) , 3. 4 5 ( t , J = 7 . 3 H z , 2 H) , 
3.78 (s,3H) ,3.83 (s,3H) ,6.44 (d,J = 1.9Hz, 1 H) , 
6.53 (dd,J=1.9,8.1Hz,1H) ,6.71 (d,J=8.1Hz, 
1H) ,7.1 0-7.41 (m, 7 H) ,8.1 6 (brs,1H) ,9.27 
(b r s, 1 H) 
MS (El) E/Z 534 (M) , 536 (M+2) 

mmm i e o 

[ [2- (4 -^Pn7i-^) [3,5 —i?&nn— 2-t + 

iBi^o i 1 6 tmrn^rnxmrnit^ (bak-ka426) 

Ubl 7 3] 




BAK-KA426 



1 H — N M R (CDC I 3 ) <5 : 

2.83 (t , J =7. 2 H z, 2 H) , 3. 5 1 ( t , J = 7 . 2 H z , 2 H) , 
4.11 (s,2H) ,7.03 (d,J=8.4Hz,2H),7.23(d, 
J =8. 4 H z, 2 H) , 7. 5 1 (d , J = 2 . 5 H z , 1 H) , 7 . 5 3 (d, 
J =2. 5 H z, 1 H) 

MS (El) E/Z 4 3 7 (M) , 4 3 9 (M+2) , 4 4 1 (M+4) 

m m m i 6 1 
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# 
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*^)\,4- [ [ [ (3, 5-^^PP-2-kKP**>7x-;U) *;M*= 
)V\ [2- (3,4-^h^>7i-^) X^H 75/3 *> X S 
X- b(D^J& : 

mmmi i * t.mm<Dtt%vmmt-£ito (bak-ka443) zmtzo 

[<b17 4] 



1 H-NMR (CDC I s ) $ : 

2.61 (t,J=7.2Hz,2H),3.39(t,J=7.2Hz,2H), 

3.81 (s,3H) ,3.84 (s,3H),3.93 (s,3H) ,4.45 (s, 

2 H), 6. 45-6. 74 (m, 3 H) ,7.33 (t,J=8.3Hz,2H), 

7.44 (d,J = 2.5Hz,1H),7.54 (d,J=2.5Hz,1H) , 

8.01 (t , J =8. 3 H z, 2 H) , 9. 0 4 (s,1H) 

MS (El) E/Z 5 5 3 (M) , 5 5 5 (M+2) , 5 5 7 (M+4) 

mmm 1 6 2 

4- [ [ [ (3,5-^pn-2-tFn*v7i-JW x;Mx-;u] 

[2- (3,4-^^h*->7x--»w m^w 75/] *w\ &mmm. 

(D^m, : 

«M1 1 6tH»©#aT«ifttfll (BAK-KA445) 
Mb1 7 5] 




BAK-KA443 
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BAK-KA443 BAK-KA445 



1 H-NMR (CDC I a ) 0 : 

2.64 (t,J=7.0Hz,2H) ,3.42 (t,J=7.0Hz,2H), 
3.81 (s,3H) ,3.84 (s,3H) ,4.47 (s,2H) ,6.4 6- 
6.75 (m,3H),7.37 (t,J=8.0Hz,2H),7.44 (d, 
J=2.4Hz,1H) ,7.54 (d,J=2.4Hz,1H) ,8.07 (t, 
J=8.0Hz,2H) ,9.00 (brs.lH) 

MS (El) E/Z 5 3 9 (M) , 541 (M+2) , 54 3 (M+4) 

mmm i e 3 

3,5-^PO-N- [2- XfMH -2-b 

FP+y-N- [ (2-^x-;U) ^)V\ V^>75 Fa>^& : 

WM1 1 4 £R*©*ar«Mt£1li (BAK-KA450) 
Mbl 7 6] 




'H-NMR (CDC I 3 ) 6 



WO 2004/026292 



- 137 - 



PCT/JP2003/011615 



2<75 ( t ,J = 7.2Hz,2H) ,3.44 ( t . J -7. 2 H z, 2 H> . 
3.8 5 <s.6H) ,4.57 ( s , 2 H) ,6.57 — 7.29 (m, 6 H) , 
7.36 (d,J = 2.5Hz,1H),7.51 (d , J — 2. 5 H z , 1 H) , 
9.12 ( s , 1 H) 

MS (E I) E/Z 50 1 (M+) , 50 3 (M+2) , 5 0 5 (M+4) 
m i§ M 16 4 

3,5-^na-N- [2- (3,4-^Wi-^) X3^U -N- 
[ (2-7UJI0 - 2 - b HP+^V^V^^^S F©^ : 

wmm\ i 4 tmrno^m-vmrnit^ <bak-ka45i> 

Htl 7 7] 




BAK-KA451 



1 H-NMR (CDC I 3 ) 5 : 

279 ( t ,J=7.2Hz,2H),3.42 ( t , J = 7 . 2 H z , 2 H) , 

3.86 (s,3H) ,3.87 (s,3H),4.40 (i,2H),8.24- 
6.8 1 (m, 6H) ,7.34 (d , J = 2 . 5 H z , 1 H) ,7.48 (d, 
J=2.5Hz,1 H) ,9.21 (s,1 H) 
MS (El) E/Z 485 (M) , 4 8 7 (M+2) , 4 89 (M+4) 



mmm i 6 5 

3,5-^PP-N- [2- (3,4-W^7i-;W X^JU -2- 
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1 4 £W*©*aTr«mt*1li (BAK-KA452) 
Hb1 7 8] 




BAK-KA452 



1 H-NMR (CDC I 3 ) 6 : 

2.6 3 (t,J=7.1Hz,2H),3.40 (t,J=7.1Hz,2H), 
3.83 (s,3H) ,3.85 (s,3H) ,4.34 (s,2H) ,6.1 2- 
6.8 3 (m, 6H) ,7.32 (d , J = 2 . 5 H z , 1 H) ,7.52 (d, 
J=2.5Hz,1H),8.58 (b r s, 1 H) ,8. 9 6 (s,1H) 

MS (E I) E/Z 4 84 (M+) ,4 8 6 (M+2) , 4 88 (M+4) 

mmm i e e 

pt^l/ [ [ (3,5-^QP-2-kHn*'>7i-;W [2 
_ (2> 5_^pt Ki/7i-JW x^U] 75^] h©^: 
8fiftl 1 1 4 £R«©;frSn?3mt£tt (BAK-KA456) £*#fco 
Hbl7 9] 




•CT/JP2003/011615 



BAK-KA456 

1 H — N M R (CDC I 3 ) 6 : 

2.79 ( t , J = 7. OH z, 2 H) , 3. 4 7 ( t , J = 7 . 0 H z , 2 H) , 
3.73 (s,6H) ,3.75 (s,3H),4.14 (s,2H) ,6.60- 
6.70 (m, 3H) ,7.50 (d , J = 2 . 5 H z , 1 H) ,7.54 (d, 
J =2. 5 H z, 1 H) , 9. 1 4 (s, 1 H) 

MS (El) E/Z 4 77 (M) , 4 7 9 (M+ 2) 

H»M "167 

[ [ (3,5-y^OP-2-tKP*->7i-Jl') 7.)li^-M C2 

ISj£0>J 1 1 4 £B»<02ras-CSftfflfl:£«l (BAK-KA457) 
lit 1 8 0 ] 




BAK-KA457 

1 H-NMR (CDC I 3 ) 5 : 

2.30 (s,3H),2.80 (t,J=7.0Hz,2H),3.49 (t, 
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J = 7.0Hz,2H) ,3.70 (s,3H) ,4.04 (s,2H) ,6.98 
(d,J=8.0Hz,2H) ,7.07 (d,J=8.0Hz,2H) ,7.52 
(s, 2 H) ,8.98 (s, 1 H) 
MS (E I ) E/Z 4 3 1 (M) 

mmm 16 8 

3,5-^nP-N- [2- (3, 4-i>* h + *>7i- )\>) X^;t/| -2- 
tKP*->-N- [ (1,3-f7 , /-Jl/-2-^l/) *?-)V\ sO-\£>7>Jlr 



mmm 1 i 4 trnm^^-cmmit^ (bak-ka465) zmtc 

[<fc1 8 1 ] 




BAK-KA465 



1 H — N M R (CDC I 3 ) 6 : 

2.77 (t, J =7. 1 H z, 2H) , 3. 5 1 ( t , J = 7 . 2 H z , 2 H) , 
3.84 (s,3H) ,3.85 (s,3H) ,4.78 (s,2H) ,6.57- 
6.76 (m, 3 H) , 7. 3 6 (d,J = 3.3Hz,1H),7.48 (d, 
J =2. 6 H z, 1 H) , 7. 5 1 (d, J =2. 6 H z, 1 H) , 7. 7 3 (d, 
J =3. 3 H z, 1 H) 

MS (El) E/Z 5 0 2 (M) , 5 0 4 (M+ 2) 



St it 01 16 9 
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[ [ (3,5-^QP-2-bHP*y7x^) 7>)Vfc=-)V\ 12- 

mmmi 1 e tmm<D*%k-?mm<t&wi <bak-ka459) 

Hfc1 8 2] 




BAK-KA456 BAK-KA459 



1 H-NMR (CDC I 3 ) 6 : 

2.79 (t , J =7. 0 H z, 2 H) , 3. 4 9 ( t , J = 7 . 0 H z , 2 H) , 
3.74 (s,3H) ,3.74 (s,3H) ,4. 1 9 (s,2H) ,6.59- 
6.69 (m, 3 H) , 7. 4 9 (d, J=2.5Hz, 1 H) ,7.53 (d, 
J =2. 5 H z, 1 H) 

MS (El) E/Z 4 6 3 (M) , 4 6 5 (M+2) 

mmm 170 

[ C (3, 5-^np-2-t Hn+*>7i-;W ;uMwjw [2- 

ttSflM 1 6 <t|5|«|(D7J^-eaM^#l (BAK-KA460) 
litl 8 3] 
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BAK-KA457 BAK-KA460 



1 H-NMR (CDC I 3 ) 6 : 

2.31 (s,3H) ,2.81 (t,J=7.2Hz,2H) ,3.50 (t, 
J =7. 2 H z, 2 H) , 4. 0 9 (s,2H) ,6.97 (d,J=8.1Hz, 
2H) ,7.06 (d, J=8. OH z, 2H) ,7.50 (d,J=2.5Hz, 
1 H) ,7.52 (d, J = 2. 5 H z, 1 H) 

MS (El) E/Z 4 1 7 (M) 

\mm 17 1 

[ [2- [4- (7$y^M-JW 7i-iH X^U] C (3, 

5-^oa-2-tHo**>7i--'l/) ^;U7tv-;u] 75/] Z-b^— 
h : 

mm.WU 1 4<h|5l^(07J^Ta^b^#l (BAK-KA464) ZmtCo 



Utl 8 4] 



0 HO o O I^V NH 2 




L J 1 



o o 



CI o 

BAK-KA464 



'H-NMR (CDC I 3 ) <5 : 

2.97 (t,J=7.1Hz,2H) ,3.54 (t,J = 7.1Hz,2H), 
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3.70 (s,3H) ,4.05 (s,2H) ,4.80 (brs,2H) ,7.30 
(d, J =8. 3 H z, 2 H) , 7. 5 5 (s,2H) ,7.85 (d,J=8.3Hz, 
2 H) , 8. 8 1 (s, 1 H) 
MS (El) E/Z 4 9 6 (M) , 4 9 8 (M+ 2) 



i m m 172 

[ [2- [4- )V) ^-=5-)V\ i (3,5-^^P 

§&it0»n 1 6 tmmvjjm-vmmit&to (bak-ka466) zmtc. 



Ull 8 5] 




HO o O f^Y 



CI O CI o 

BAK-KA464 BAK-KA466 



1 H-NM R (CDC I 8 ) <5 : 

2.93 (t,J=7.1Hz,2H),3.54 (t,J=7.1Hz,2H), 
4.04 (s,2H) ,5.99 (s,2H) ,7.26 (d,J=8.3Hz,2H), 
7.52 (d,J=2.6Hz,1 H) ,7.66 (d,J=2.6Hz,1H), 
7.8 3 (d, J =8. 3 H z, 2 H) 

MS (Q-TOF) E/Z + ES I 483.0 (M) , 4 8 5 (M) 

-ESI 481.0 (M-1 ), 483.0 (M+1) 



m m m 173 
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t^ji [ [ (3,5-^pn-2-tHP*y7i-^) ;u] [2 

IS^J 1 1 4 «h|5j«|0[)7f^-eOT^^ (BAK-KA469) 



Mfc1 8 6] 




BAK-KA469 



1 H — N M R (CDC I 3 ) 6 : 

2.84 (t,J = 7.2Hz,2H),3.00 (t,J=7.2Hz,2H), 
3.70 (s, 3H) , 4. 0 3 (s, 2 H) ,6.91-7.12 (m, 4H) , 
7.5 3 (s, 2 H) , 8. 9 2 (s, 1 H) 

MS (El) E/Z 4 35 (M) 

mmm 174 

3,5-yfPP-N- [2- (3,4-^h+^7x-JU) X^U] -2- 

i8j£ffiJl 1 4<b|5)il<7)7J}i-e^M^#I (BAK-KA470) 
[fcl 8 7] 
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1 H-NMR (CDC I 3 ) 6 : 

2.80 (t,J = 7.0Hz,2H),3.64 (t,J=7.0Hz,2H), 
3.68 (s,3H) ,3.71 (s,3H) ,5.53 (s,2H) ,6.41- 
6.6 3 (m, 3H) ,7.58 (d , J = 2 . 5 H z , 1 H) , 7 . 7 2 (d, 
J=2.5Hz,1H),7.89-7.94 (m, 2 H) , 8. 0 3-8. 10 
(m, 2H) , 8. 5 9 (d, 1 H) , 8. 8 3 (d, 1 H) 

MS (Q-TOF) E/Z +ES I 54 5.1 (M-HCI+1) 

— ESI 54 6.1 (M-HC I - 1 ) 

m it m 175 

3,5-^PP-N- (y7//f^) -N- [2- (3,4-^Mr*>7 

m?mi i 4 tmrno^m-nmrnit^m (bak-ka47D ^m*:, 

Htl 8 8] 




BAK-KA471 



1 H-NMR (CDC I 3 ) 5 
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2.88 (t,J=7.0Hz,2H) ,3.55 (t, J =7. 0 H z, 2H) , 
3.87 (s, 2H) , 4. 1 5 (s, 2 H), 6. 68-6. 81 (m, 3 H) , 
7.56 (d, J =2. 5 Hz, 1 H) ,7.58 (d,J=2.5Hz,1H) , 
8.10 (b r s, 1 H) 
MS (El) E/Z 4 4 4 (M) , 44 6 (M + 2) 



m & m 1 7 6 

c [3, 5 -^nP-2-t HP + *>7x-Jl/) X)]rtit=JV] [2- (4- 

mmmi i e tB«n©*at?aHMbd«i (bak-ka472) ttmfr. 

Ht1 8 9] 




BAK-KA469 BAK-KA472 



1 H — N M R (CDC I 3 ) 6 : 

2.83 (t,J = 7.2Hz,2H) ,3.49 (t,J=7.2Hz,2H) , 
4.10 (s, 2 H), 6. 91-7. 11 (m,4H),7.52 (s,2H) 

MS (E I ) E/Z 4 2 1 (M) , 4 2 3 (M+2) 



m it m 17 7 

6,8-^PQ-2- [3->h*V-4- [ (^ h+*>*;U7H-^) *h 
-3,4-yt KP-2 H-5, 1 , 2 -<*>y*"0-5>7''tf If 
> [2- (4-7M07I-JW X^;U] 72/] : 
SliM 1 4 2 <h|5)il<Z>:fr&T-ii^b^ (BAK-KA479) 



WO 2004/026292 <S 



- 147 - 



CT/JP2003/011615 



9 0] 




BAK-KA479 



1 H-NMR (CDC I 8 ) 6 : 

3.66 (t,J=4.3Hz,2H) ,3.79 (s , 3 H) ,3.87 (s,3H), 
4.16 (s,2H) ,4.21 (t,J=4.3Hz,2H) ,4.69 (s,2H) , 
6.74-6.89 (m, 3 H) , 7. 5 9 (d , J = 2 . 5 H z , 1 H) , 7 . 7 8 
(d, J =2. 5 H z, 1 H) 

MS (El) E/Z 475 (M) , 477 (M + 2) 

m m m ns 

2- [4- V3)l7$*is* h**» -3-* h*5"*>$W3 -6,8-S>* 
□ □-3,4-^t KP-2 H-5, 1 , 2-^>y+1tvT-tfbf> 1.1-2* 

sum 6 8 1 mm<D^m-vmmit^m (bak-ka48d zmtco 

Ktl 9 1] 




'H-NMR (CDC I 3 ) 6 
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3.67 (t,J=4.2Hz,2H) ,3.90 (s,3H) ,4.1 7 (s,2H) , 
4.24 (t,J=4.2Hz,2H) ,4.68 (s,2H) ,6.79-6.94 
(m, 3 H) , 7. 6 0 (d , J = 2 . 5 H z , 1 H) , 7, 7 8 (d,J=2.5Hz, 
1 H) 

MS (El) E/Z 4 6 1 (M) , 4 6 3 (M+2) 

u m. m 1 

Hart I e y&W^y h (mm^ift^ 46, 55@Sfr) • 

yiM -»^a^7K}§?e^ 7 — 10 ^m^A^itm^M^-ttfco - • ~f 
1 mm&cD&m&mm. (po s too ^e., Tcw-ffsccjcuffwufcismwifflmt 

&l!8#PftJ^ (%) = (P r efit- postt) /pr e^x 1 0 0 
ttflS^ttlft^l 5#itiJlC*3 1 -fe^2H' K (3mg/kg) £lHKrti3:#U l&ifrfb^ 

*m&M&m<Dimf&mzis+zfx'&m<Dtth->&®w (5-htia) 

&{t&WH?&t£1fi&&iEtlTtSV (Nippon Yakurigaku Zas 
s h i , 1 1 1 (6) , p 3 4 5 (1 9 9 8)), 4»4B14^f^ffl(iv "ten b->&® 
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( m s ) 

m i 



(30mgAg) 








MffiKH*(B> 






56.7 


nt 






££01 3 


69.6 


68.8 


98.9 


mm®. 


34 


63.0 


nt 








59.5 


67.0 


112.6 





30mg/kg ©gPjSt%"C 3 WHOlMMbM (ttftW 2 * 3 % 3 4) Ottttfti 



2 

ttttffl 1 tmm<D-ftfe-?* 8fM 1 0mg/kg <D^^k^%<7;^lSf^ffl^P^7to 



< a * ) 
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m 2 



(10mg/kg ) 












69.2 


nt 






53.5 


nt 





48 


67.6 ! 


121.4 




47 


86.5 


77.7 




49 


56.0 


94.2 




52 


71.5 


98.9 




54 


62.7 


102.1 




55 


44.5 


nt 




59 


65.7 


99.1 




m&M 79 


69.8 


87.2 


in 


giit^ 80 


63.3 


80.6 




wtm 93 


82.1 


86.5 




tJia^ 94 


74.6 


70.2 




^it^lj 83 


76.4 


nt 




m&Wl 85 


83.5 


75.8 






71.5 


nt 




97 


! 66.5 


34.9 




Mi£#J 99 


66.8 


80.1 




$ia#J 72 


71.3 


51.6 




M&fcl 68 


64.4 


nt 




77 


62.8 


93.8 




g&fci116 


46.9 


nt 




ajg«ii7 


68.8 


76.7 






61.9 


69.5 




Mig#|120 


64.5 


nt 




M&0>J125 


62.2 


65.9 




M£0fl127 


82.1 


72.4 


*Mtfe 


33i£fcl129 


73.3 


67.9 




M&#J132 


67.6 


nt 




0^136 


71.9 


nt 




S?fcKn=xr-f> 


65.6 


24.5 






28.7 







5&<tf©t6^b^»n omg/k ga)»p«#"e^t Hnp^-f >tmw&L±<Dm 
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umm 3 

mm 1 tmmomm-Vs is^-a 3mg/kg <Dmk<££to<DW&&m&m'<it. 



( *s m ) 

it 3 



(3mg/kg) 




gtft«48 


59.6 


Mit0>J 47 


57.8 


m&m 52 


77.5 


§Si£#J 54 


56.4 




62.7 


m&m 94 


57.5 


Mi£#J 85 


59.1 




52.4 




28.7 



umm 2 T'*.ffiv±<Dmmftm&7* 7 aoiMMbaifef** 3mg/kg <o^p^ 
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1 . 



( I ) 




(I) 



CD 



;u+;us, 75y*;M*= )i7)\s*)im. ->7/7M;n, *Mi& s s}W>*S)y 

;l/+M, 7kM«, 7)Vu*is1))\,it-)\,T)\s*)l**i'm. to)V1t*is)\,7)l*)V 

)\,**>>m. i3)ir7£*is)\'7)\'*)i'**>>m* ->7>'7;w^'>i, 7S/*;u 

/fc-JUS. tHn*y7;WW*'>S, 75.S ft)\,ifr-)\s7)V*)l**ism&7K-r 
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2. ( I A) 

Ufc2] 




(1A) 



Bits ft){,#-)Vm&tcl**J\'*-)\'&&7Fls+ Ytt^^UVS, X^U> 

3. ( i b) 

Mb 3] 
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